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These ‘puture words represent a primitive classification of 
wrimes used by early Babyloman and Egyptian physicians. 


centuries to perfect 
seconds to perform 


: When Sumerian and Babylonian physicians, circa 4000 B.C., noted the 
varying colors and constitutions of the “water of the phallus,” they were 
probably not the first uroscopists in history. They were assuredly not the 
last, for fifty-odd centuries were to elapse before Fehling’s first paper on the 
copper reduction test for urine-sugar appeared in 1848. 

But centuries to perfect diagnostic procedures are condensed into seconds 
to perform the reliable Clinitest® method for urine-sugar levels. From start 
to finish, the test takes less than a minute. This tablet method is simplicity 
itself . . . readily learned by every diabetic patient. External heating is 


uniquely eliminated by the Clinitest procedure. Routine test interpretation 


Clinitest 


for urine-sugar analysis 
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FOREWORD 


TS volume of publications dealing with medical subjects and the num- 
ber of journals carrying them have become so large that it is impossible 
for the busy physician to keep abreast of them unaided, even in the single 
field of internal medicine. The QUARTERLY REviEW oF MEDICINE is designed 
to furnish such aid by bringing together in a single publication, as far as 
possible, brief abstracts of all important current articles bearing on internal 
medicine and allied specialties, including cardiology and gastroenterology. 


The articles are selected from a large number of national and state 
journals and from many of the more important foreign journals. The 
abstracts are prepared by workers of the Washington Institute of Medicine 
working in the Surgeon General’s Library and in other libraries in various 
medical centers. The abstracts are grouped under the following sections: 


1. Infectious Diseases 8. Blood and Lymphatic Disorders and 
2. Chemotherapy of Infectious Diseases Diseases 

3. Diseases Caused by Animal Parasites 9. Allergic Disorders and Diseases 

4. Respiratory Disorders and Diseases 10. Deficiency Diseases and Metabolic 
5 


Cardiovascular Disorders and Dis- Disorders 

eases 11. Nervous and Muscular Disorders and 
6. Genitourinary Disorders and Dis- Diseases 

eases 12. Miscellaneous 
7. Gastrointestinal Disorders and Dis- 13. Book Reviews 

eases 14. Announcements 


The QuarTERLY Review or Mepicine is designed to keep physician- 
informed as to current discoveries and advances in internal medicine with a 
minimum expenditure of time and effort. and to guide them quickly to the 
original sources if more detailed information is desired. 


Paut W. Croucn, M.D. 


Published quarterly in February, May, August and November. The 
annual cumulative subject and author index is bound in the November issue. 
Subscription rate: $11.00 per year: $28.00 for 3 years. 


WASHINGTON INSTITUTE OF MEDICINE 


Editorial and Administrative 
Departments: 

1720 M Street. N. W. 
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In Colds 


Alleviation of the many distressing symptoms associated with even 
minor upper respiratory infections is promptly obtained by Dasin. 
Presenting Dover’s powder ('5 gr.), aspirin (2 gr.), acetophenetidin 
(11% gr.), camphor (',; gr.), caffeine (', gr.) and atropine sulfate 
(1, 500 gr.), Dasin provides the analgesic, antipyretic and diaphoretic 
actions required for quick relief. Excess nasal and bronchial secre- 
tions are reduced. Average dose, 1 or 2 capsules every 2 or 3 hours. 


- 

For Coughs 

When annoying cough complicates the respiratory infection, Sedacof 
and Codeine is indicated. Presenting per fluidounce codeine phos- 
phate (1 gr.), sodium citrate (16 gr.), ammonium chloride (2 gr.), 
ephedrine hydrochloride (1 gr.), antimony and potassium tartrate 
(1 16 gr.), pilocarpine hydrochloride (1 20 gr.), and aromatics 
(q.s.), Syrup Sedacof and Codeine acts as a secretolytic agent, 
promotes ciliary function important for removal of secretions, and 
affords needed sedation for suppressing the cough reflex. 

Sedacof and Codeine, a palatable syrup, is indicated in the cough 
of the common cold, in laryngotracheobronchial irritation, in- 
fluenza, and the hacking cough of the aged. Average adult dose 1 to 
2 teaspoonfuls 2 to 4 times daily. Children according to age. 


She S. E. Massengtl Co., 


Bristol, Tenn.-Va. 
NEW YORK « SAN FRANCISCO + KANSAS CITY 


SEA(CO 


b 
 @ 
Daun & 
Sedariak amd 


QUARTERLY REVIEW 
of 
MEDICINE 


February 1949 


Vol. 6 


1. Infectious Diseases 


Meningococcemia Without Meningitis 

Food Poisoning Due To Pathogenic Staphylococci - 

A Case of Tetanus in a Supposedly Vaccinated Individual 

Facts About the Antituberculous Vaccination by Scarification of the Skin 

Primary Atypical Pneumonia 

Liver Involvement in Infectious Mononucleosis 

Two Cases of Infectious Meningoradiculitis Observed in One Family 

Staphylococcic Carriers. Role of Nasal Infection in the Spread of Illness 

Types of the Diphtheria Bacillus and Clinical Diphtheria. Observations During 
the Diphtheria Epidemic in Copenhagen in the Winter of 1943-44 with 
Special Reference to the Relation Between the Types of the Bacillus and the 
Clinical Symptoms, Complications, Prognosis and Autopsy Findings 

Tularemic Meningism and Serous Meningitis. A Report of Twenty-Eight Cases 
Observed During an Epidemic of Tularemia Transmitted by Insects in Settle- 
ments of Deportation Asino and Jaja, Siberia, U.S.S.R. 

Friedlander Bacillus Meningitis. Report of Seven Cases with Two Recoveries 

Brucella Antibodies Following Cholera Vaccination 

Chronic Meliodosis. Discussion, Case Report and Special Studies 

Progressive Coccidioidomycosis. Report of a Case 

Brill’s Disease. Report of Two Serologically Proved Cases of Typhus Fever in 
Irish-Born Residents of Boston 

Experimental Investigations of Q Fever 

A Case of Q Fever Observed in the Vicinity of Algiers 

Postrabies Vaccine Paralysis 

A Fatal Case of Myelitis After Antirabic Vaccine 

Evaluation of Vaccination Against Epidemic Influenza in Man 

Results of Vaccination Against Influenza During the Epidemic of 1947 

A Case of Infectious Mononucleosis with Atypic al Pneumonia 

Cervical Actinomycosis with Embedded Foreign Body and Without Sinus For- 
mation 

Post Hepatitis Cirrhosis 

Kala-Azar. Report of a Case Showing Unusual Leukoc *yte Response and Pro- 
longed Incubation Period 

References to Current Articles 


2. Chemotherapy of Infectious Diseases 


Paludrine. A New Anti-Malarial Drug 
Investigation of the Action of Penicillin in Scarlet Fever and Its Complications 


8 
10 
10 
10 
12 
13 
| 
15 
16 
17 
17 
18 
18 
19 
19 

19 
21 


The Clinical Use of a Triple Sulfonamide Mixture 

Effectiveness of Sulfathiazole in the Bacteriuria with Typhoid Bacilli 

Preliminary Report on the Beneficial Effect of Chloromycetin in the Treatment 
of Typhoid Fever 

Subtilin. Mode of Its Antibiotic Action 

Chemotherapy of Leprosy 

() Fever. Case Treated with Streptomycin 


3. Diseases Caused by Animal Parasites 


New Advances in the Treatment of Visceral Leishmaniasis 
References to Current Articles 


4. Respiratory Disorders and Diseases 


Differential Diagnosis of Pulmonary Lesions 

Vaccination Against Tuberculosis with BCG in Scandinavian Countries 

Investigations on Acute Infections of the Respiratory Tract. IV. Experimental 
Studies on the Effect of Small Doses of Sulfonamides in Respiratory Tract 
Infections 

Spontaneous Mediastinal Emphysema and Spontaneous Pneumothorax. A Report 

of 20 Cases 


: 5. Cardiovascular Disorders and Diseases 


Variations in the Blood Pressure Response to Repeated Administration of Tetra- 
ethyl Ammonium Chloride 

; \ Clinical Approach to the Office Management of Diabetes Mellitus 

Thiouracil and Propylthiouracil in the Pre-Surgical and Medical Management of 
Thy rotoxicosis 

Results of Prolonged Medical Treatment of Hyperthyroidism with Thiourea 

Histologic Study of Thyroid Glands from Hyperthyroid Patients Treated with 
Aminothiazol 

Report on 2 Cases of Struma Ovarii 

Intravenous Administration of Mercurial Diuretics in Man. Immediate Effect 
on the Electrocardiogram 

Experience with the Schemm Regimen in the Treatment of Congestive Heart 
Failure 

Electrocardiographie Study of Typhoid Myocarditis 

Ergotamine and Apparent Coronary Insufficiency 

Intra-Arterial Injections of Oxygen in Peripheral Vascular Disease of Extremities 

Experiments on the Etiology of Periarteritis Nodosa 


6. Genitourinary Disorders and Diseases 
Acute Uraemia 


7. Gastrointestinal Disorders and Diseases 


Rectal Injuries Following the Stockholm Method of Treatment of Cancer of 
the Cervix Uteri 

Colitis 

An Evaluation of the Clinical Management of Chronic Ulcerative Colitis 

Treatment of Idiopathic Ulcerative Colitis by Means of a “Medical Lleostomy” 
and an Orally Administered Protein Hydrolysate-Dextri-Maltose Mixture 

Chemotherapy and Antibiotics in Chronic Ulcerative Colitis 


39 
39 
40 


41 
42 


22 
23 
24 
24 
25 
25 
| 
| 26 7 
26 
27 
28 
29 
29 
30 
30 
31 
32 
q 32 
33 ; 
33 
34 
| 35 
36 
| 30 
37 
38 


Hypoglycemia of Chronic Posttraumatic Pancreatitis Treated by uname 

Fibrocystic Disease of the Pancreas. Two Observations 

Roentgen Examination as an Aid in the Diagnosis of Islet Adenoma in the 
Pancreas 

Endocrine Therapy for Hepato-Biliary Disease 

Recent Advances in the Medical Management of Cirrhosis of the Liver 

Changes in the Serum Proteins During Hepatic Disorders 

Experimental Investigation of the Cholagogue Action of Trithioparamethoxy- 
phenylpropene in the Dog 

Differential Diagnosis of Jaundice by Flocculation Tests 

The Thymol Turbidity Test for Liver Dysfunction 

Studies on Mucus in the Human Stomach. Estimation of its Protective Action 
Against Corrosive Chemical Applied to the Gastric Mucosa and Attempts 
at Quantitation of Gastric Mucin by Two Chemical Methods 

Studies on Nocturnal and 24-Hour Gastric Secretion During the Injection of an 
Enterogastrone Concentrate in Man 

Preliminary Observations on Histamine and Insulin Stimulated Gastric Secre- 
tion During the Injection of an Enterogastrone Concentrate in Man 

References to Current Articles 


8. Blood and Lymphatic Disorders and Diseases 


Splenomegaly and Leukopenia in Hodgkin's Disease 

Lymphoblastoma Simulating Polycystic Kidney Disease 

New Factors in the Coagulation of Blood 

Treatment of Intracellular Methemoglobinemia 

Activity of Microbial Animal Protein Factor Concentrates in Pernicious Anemia 
Observations on the Antianemic Properties of Vitamin B,,, 


Effectiveness of Vitamin B,, in Combined System Disease. Rapid Regression 
of Neurologic Manifestations and Absence of Allergic Reactions in a Patient 
Sensitive to Injectable Liver Extracts 

The Effect of Liver Extract and Vitamin B,. on the Mucous Membrane Lesions 
of Macrocytic Anemia 

The Nitrogen Mustards. Clinical Use 


9. Allergie Disorders and Diseases 


Observations on Acute Allergic Gastritis 


Clinical Appraisal of Benadryl, Pyribenzamine, and Anthallan in the Treatment 
of Allergic Disorders 


10. Deficiency Diseases and Metabolic Disorders 


Pericardial and Coronary Complications of Myxedema. Five Recent Observa- 
tions 

Megacolon in Myxedema 

Estrogens and Tumour Genesis 

The Use of Androgens in Men 

Suspensions of Desoxycorticosterone Crystals in the Treatment of Addison's 
Disease 

The Lowering of the Erythrocyte Sedimentation Rate in Adrenal Insufficiency 

Primary Idiopathic Xanthomatosis with Hypercholesterolemia 

The Role of Hormones in the Treatment of Obesity 

The Use of Radioactive lodine in the Diagnosis and Treatment of the Thyroid 
Gland 

The Urinary Excretion of Insulin by Normal and Diabetic Subjects 


BES £& 


48 
49 
50 
50 
51 
52 
52 
53 
53 
54 
55 
55 
57 
57 
58 
59 
59 
61 
6l 
62 
62 
63 
64 
65 


11. Nervous and Muscular Disorders and Diseases 


Is Rheumatism a Virus Disease? 

Amyloidosis in Rheumatoid Arthritis. A Report of Ten Cases 

Agglutination of Hemolytic Streptococci (Group A) in Serum from Patients with 
Rheumatoid Arthritis 

Intramuscular Copper Therapy in Chronic Inflammatory Rheumatism 

Autotransplantation of Joint Capsule. An Attempt to Desensitize Patients Suf- 
fering from Rheumatoid Arthritis 

Clinical Studies in the Use of Myanesin 

Traumatic Encephalitis and the Syndrome of Parkinsonism in Professional Boxers 

Some Clinical Aspects of the Normal Electroencephalogram in Epilepsy 


12. Miscellaneous 


A Study of the Mechanism and Treatment of Experimental Heat Pyrexia 

A Method of Determining the Site of Retention of Aerosols Within the Respira- 
tory Tract of Man by the Use of Radioactive Sodium 

Morphine Hypersensitivity in Kyphoscoliosis 

The Effect of BAL in Accidents During Arsenic and Gold Therapy 

Influence of Sex of Donors and Recipients on Transfusion Reactions 

The Human Factors in High Performance Aircraft 

Sterilizing Effect of the Combination of Penicillin and Bismuth in Syphilis 

References to Current Articles 


67 


‘ 
66 
|_| 
68 
69 
70 
71 
72 
; 
72 
73 
74 
3 
76 
76 
76 

77 
| 
| 

| 
4 


ADVANCE 


for the modern 
medical treatment 


of hyperthyroidism 


Antibason (methyl thiouracil) 
‘Roche-Organon’ culminates a long 
search for a highly potent thiouracil de- 
rivative which has minimal undesirable 
reactions. It has distinct advantages over 
other known thiouracil derivatives in the 
medical treatment of hyperthyroidism. 
Antibason provides prompt action, high 
efficacy, and minimal undesirable reac- 
tions; moreover, it may be used with 
gratifying results in cases refractory to 
other thiouracil compounds. For the aver- 
age case of hyperthyroidism, a daily 
dose of 200 mg of Antibason will usually 
prove sufficient to control the symptoms, 
after which the dosage should be reduced 
to a maintenance level. Antibason is 
available for physicians’ prescriptions as ; 
50-mg tablets in bottles of 100 and 1000. ma. es 
Descriptive literature on Antibason is on 
available on request. 


ROCHE-ORGANON INC. + NUTLEY 10, NEW JERSEY 


ANTIBASON (METHYL THIOURACIL) 


T. M.—ANTIBASON—Reg. US. Pat. Off. 


GRAPH OF 


CASES WILL OCCUR 
IN THE NEXT 
3 MONTHS 


The above graph is based on U S P_H. measles 


incidence figures for a ten yeor period 


be prepared with— 


OCCUR IN THE NEXT 3 MONTHS 


You can prevent or modify measles 
without fear of side reactions 


There’s one sure way of silencing crying youngsters and 
nervous mamas who complain about reactions — specify 
Cutter Immune Serum Globulin— Human. Successful results 
with this product are not happenstance. They come from: 
1. The right raw material —fresh venous blood from normal donors. 
2. The water-clarity of a hemolysis-free and non-pyrogenic product. 
3. The concentration of 160 mgm. per cc. of gamma globulin —main- 


tains consistent globulin potency yet permits low volume adjustable 
dosage: 


For prevention— 
0.1 cc. Immune Serum Globulin 
For modification — \ 
0.02 cc. Immune Serum Globulin 


intramuscularly, 
per pound 
body weight 


Prepare now for measles’ peak season just ahead. Notify 
your pharmacist the amount of gamma globulin you ex- 
pect to use—and specify Cutter. 


CUTTER LABORATORIES + BERKELEY 10, CALIFORNIA 


GLOBULIN 


6 OU7 OF EVERV 10 CASES OF... 
EASLES, 
- 
| = | 
Y 


QUARTERLY REVIEW 
of 


MEDICINE 


Vol. 6 No. 1 February 1949 


1. Infectious Diseases 


Meningococcemia Without Meningitis. Luther L. Terry, U.S.P.HLS. 
and Charles W. Jones, Baltimore, Md. Am. J. M. Se. 214:593-99, Decem- 
ber 1947. 

The meningococeus is usually found associated with acute purulent 
meningitis but meningococcic blood stream infection without meningitis 
oceurs in many cases though still considered rather rare. Recent investi- 
gations indicate that meningococcic infections commence as a local naso- 
pharyngeal infection. The blood stream becomes involved and this is usually 
followed by metastatic localization in the various body organs. Localized 
lesions do not develop in all cases; meningococcemia being recognized as a 
clinical entity with various manifestations. Some cases continue as a bac- 
teremia for a long time. Recognition of this condition is important be- 
cause it usually promptly responds to either sulfonamide or penicillin 
therapy. The histories of 5 patients who (2 acute, 3 chronic cases) illus- 
trate the more common symptoms of this disease are presented. 

Meningococcemia varies from mild to fulminating and may be acute 
or chronic with an occasional subacute case. The acute cases have a rapid 
onset and are seriously ill, death sometimes occurring eight to twenty-four 
hours after onset of symptoms. There are fever, severe muscle and joint 
pains and headaches. Rigor and sweating sometimes occur. A character- 
istic rash usually develops a day or two after onset of the disease, appearing 
most frequently on the legs, then the arms and least frequently on the 
trunk. There may be four varieties of skin lesions; rose pink followed by 
brick red macules or papules, petechiae, purpura and ecchymosis, and 
labial herpes. These may appear separately or combined. Tenderness 
on pressure is characteristic of the rash. 

The chronic variety has a less severe onset but a prolonged clinical 
course. Symptoms may be mild or acute, subside spontaneously, run a 
low-grade course or be intermittently active. Fever, rash, chills, headache 
and arthralgia are usually present. The rash is similar to that of acute cases 
but purpura is less frequent. 

The differential diagnosis is frequently difficult and laboratory work 
important. Rapid diagnostic methods are essential as treatment should not 
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be delayed. Blood cultures and smears from skin lesions should be ex- 
amined, Skin specimens may be obtained by searification or aspiration. The 
former is essentially the same as for a darkfield examination of a syphilitic 
lesion. In aspiration, the skin over the lesion is cleansed with alcohol, 
about 0.1 ce. of normal saline solution injected into the lesion, the needle 
point moved about to macerate the tissue and as much fluid as possible 
aspirated. The fluid specimens are cultured, smeared on slides, fixed with 
methanol and stained with Giemsa and Gram’s stains. Smears are con- 
sidered positive if diplococei morphologically similar to meningococci are 
found. Results from blood cultures frequently cannot be obtained for 
several days and treatment must not be delayed awaiting the report. Bae- 
teriologic study of smears from skin lesions provides a rapid and reasonably 
accurate diagnosis in suspected cases of meningococcemia and should be 
done routinely. Both skin and blood cultures only give late confirmatory 
evidence. 

Meningococcemia promptly responds to sulfonamide therapy though 
penicillin is probably equally or perhaps more effective. 18 references. 


Food Poisoning Due to Pathogenic Staphylococei (du sujet des toxi- 
infections d origine alimentaire dues a certains staphylocoques pathogénes). 
R. Buttiaux and J. Paris, Institut Pasteur, Lille, France. Acta gastroenterol. 
belg. 11:1-6, January 1948. 

A number of toxi-infections recently have been reported resulting 
from ingestion of condensed milk and causing severe illness and even death 
in infants. While such cases ordinarily were attributed to enterotoxin pro- 
ducing staphylococci the question arose whether they were the only etiologic 
factors. Clinically the disease observed resembles the Salmonella food 
infections more than the usual staphylococeic food poisoning. | Laboratory 
examination of the stools from several eases of such food poisoning failed 
to yield any Salmonella or other enteric organisms but showed an unusual 
number of Staphylococcus aureus. The organisms thus recovered were 
strongly coagulase positive, strongly hemolytic and were considered patho- 
genic. They did not produce enterotoxin as showed by Dolman’s kitten test. 
Careful examination of the throat flora of these individuals showed a num- 
ber of other staphylococci to be present. In comparative tests of biochemical 
properties and lysis by bacteriophage, these latter strains were quite dis- 
tinct from the organisms recovered from the stools. 

A case is reported in detail illustrating the sudden onset of this type 
of food poisoning, with prolonged diarrhea and nausea which failed to 
respond to sulfaguanidine therapy but was apparently cured by treatment 
with an autovaccine prepared from the Staphylococcus aureus recovered 
from the stools. Vaccine therapy was followed by rather prompt disap- 
pearance of clinical symptoms and of the incriminated organisms from the 
stools. 9 references. 
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A Case of Tetanus in a Supposedly Vaccinated Individual (A prepos 
dun cas de tétanos chez un sujet déclaré vacciné). André Corcos and 
André Sergent, Tunis, North Africa. Bull. Acad. nat. méd. 132:60-62, Jan. 
20 & 27, 1948. 

A 34 year old man had been in the French Army from 1939 to 1941 
and had supposedly been vaccinated repeatedly during that time. In 1947 
he sustained a severe injury of the right hand; there was a large, dirty wound. 
In view of his history of previous vaccination (all French Army personnel 
had received tetanus toxoid according to regulations) the debridement and 
surgical repair of the wound was followed by the injection of a booster dose 
of tetanus toxoid, but no antitoxin was given. 

Fight days later there was marked pain in the right extremity; the 
wound did not look well; lockjaw developed rapidly, with respiratory 
difficulties. In spite of immediate administration of large doses of antite- 
tanie serum, sedatives. hypnotics and general anesthesia the patient expired 
in forty-eight hours. 

Cases of clinical tetanus are an extreme rarity among military per- 
sonnel wounded in action after vaccination with tetanus toxoid. Every 
effort was made to establish whether or not this individual had actually re- 
ceived toxoid. His medical record indicated that he had received triple 
typhoid vaccine on two occasions but there was no note of administration of 
tetanus toxoid. It was concluded that the individual had lacked any basic 
immunity. 2 multiple references. 


Facts About the Antituberculous Vaccination by Scarification of the 
Skin (Données pratiques concernant la vaccination anti-tuberculeuse par 
scarifications cutanées). M. G. Despierres, Lyon, France. J. de med. de 
Lyon 29:21-24. Jan. 5, 1948. 

Recently vaccination with BCG was offered to all tuberculin negative 
medical students of a university. Only about 40 per cent of the women and 
20 per cent of the men students submitted to vaccination. An inquiry re- 
vealed rather marked apprehension of the student body with respect. to 
possible local or general ill effects and, commonly, the fact that the family 
physician had strongly advised against vaccination. 

The bacillus of Calmette and Guérin (BCG) has been grown on bile 
containing media since 1908 when it was first demonstrated that this or- 
ganism was unable to produce progressive disease, was avirulent but able 
to stimulate the production of antibodies and of immunity to tuberculosis. 
Vaccination with BCG presumably has results similar to those of an ordi- 
nary primary infection with development of a primary complex and sub- 
sequent healing but with the development of hypersensitivity, as manifested 
by a positive tuberculin skin test and of some degree of resistance to a 
secondary, spreading infection. Obviously one can expect no more from 
BCG vaccination than one would from a primary healed infection. There 
certainly is no absolute immunity and a positive tuberculin test appears in 
from 70 to 98 per cent of the persons given a single vaccinating dose. There 
has never been a proved case of advancing tuberculosis developing from 
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the injected vaccine or any other severe reactions except occasional local 
suppuration and swelling of regional lymph nodes. 

All individuals who have a negative tuberculin test, no evidence of 
active tuberculosis and are exposed to the disease should be vaccinated. 
Most of the evidence available points to a good deal of effectiveness of the 
properly prepared vaccine, in preventing the development of active clinical 
tuberculosis and of death from tuberculosis among vaccinated half of a 
group of feeble minded children in an institution in Austria and some 
months later tested the whole group by injecting virulent tubercle bacilli. 
A great proportion of the vaccinated individuals remained well and showed 
no tuberculous lesions whereas most of the nonvaccinated succumbed, and 
all had tuberculous lesions. 


Primary Atypical Pneumonia. J. C. Gerrits, Amsterdam, Holland. Ne- 
derl. tijdschr. v. geneesk. 92:22-40, Jan. 3, 1948. 

Primary atypical pneumonia was observed in 7 patients. The symptoms 
were slightly elevated temperature, cough, anorexia and night-sweats. The 
diagnosis was made on the radiologic findings and the positive cold-aggluti- 
nation test. In one family 3 other members fell ill with identical complaints 
at about the same period, one of whom had a positive cold-agglutination test. 
In 1 of these cases however were changes in the roentgenogram seen. This is 
in accordance with the results obtained in this investigation carried out on 
volunteers. It has been possible to transmit the infection, while the inocu- 
lated individuals had a mild attack only and no changes in the roentgeno- 
gram. The titer of the cold-agglutination test in healthy men and in patients 
suffering from other inflammations localized in the lungs varied, but never 
exceeded 1:64. A titer of 1:128 is therefore considered to be of diagnostic 
value and a rising titer at the beginning of convalescence is a significant 
diagnostic symptom. 

In 3 patients atelectasis of the middle lobe was observed. This was best 
demonstrated on the transverse roentgenogram. The 7 cases described in 
Amsterdam all ran a mild course. Generally patients with these symptoms 
are treated at home and a diagnosis of influenza is made. It is possible that 
primary atypical pneumonia is more frequent in Holland than has been 
assumed. 15 references. 2 figures. 2 tables.—M. R. H. Stoppelman. 


Liver Involvement in Infectious Mononucleosis. Alfred S. Evans, Yale 
University School of Medicine, New Haven, Conn. J. Clin. Investigation 
27:106-10, January 1948. 

The purpose of this investigation was to determine whether patients with 
infectious mononucleosis had demonstrable liver involvement in the absence 
of jaundice and to compare the results of the cephalin cholesterol flocculation 
reaction in such patients with other tests of hepatic function. Serial deter- 
minations of liver function tests were performed on 19 consecutive cases of 
proved infectious mononucleosis who showed neither clinical nor laboratory 
evidence of jaundice. Control studies were carried out on hospitalized pa- 
tients with upper respiratory infections. 
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The cephalin flocculation test was found positive in the serum from 95 
per cent of the cases of infectious mononucleosis and was the most sensitive 
indicator of liver dysfunction of the test employed. Alterations in this 
reaction were observed as early as the second day after onset of symptoms 
and persisted as long as forty-five days. No positive reactions were found 
in the serum from patients with upper respiratory infections. 

Elevated values for the thymol turbidity test were demonstrated in the 
serum of 68 per cent of the infectious mononucleosis patients, the values 
ranging from 4 to 10 units. Such changes often appeared later and were 
more transient than the cephalin flocculation reaction. A slightly elevated 
thymol turbidity was noted in the serum from 1 of 21 controls. 

The serums from 6 of 14 (43 per cent) patients with infectious mono- 
nucleosis were found to have increased values for alkaline serum phospha- 
tase ranging from 4.0 to 11.5 Bodansky units; this was usually found at the 
height of the disease. The serum from | of 13 control cases with respiratory 
infections showed a slightly elevated value for this test. 

Electrophoretic analysis of serum proteins was carried out on the ser- 
ums from 2 cases of infectious mononucleosis approximately one month after 
onset: | was complicated by jaundice. Significantly increased percentages 
of beta and gamma globulin were demonstrated in both. 

The results of this study suggest that a demonstrable hepatitis occurs in 
many patients with infectious mononucleosis in the absence of jaundice and 
are in accord with the results of other recently reported studies of such cases 
from both laboratory and pathologie evidence. It has also been showed that 
the cephalin cholesterol flocculation test may be a more sensitive indicator of 
such dysfunction than the thymol turbidity reaction and is useful in differen- 
tiating cases of infectious mononucleosis from those with uncomplicated 
upper respiratory infections. 24 references. 2 tables. 1 figure. 

Author's abstract. 


Two Cases of Infectious Meningoradiculitis Observed in One Family 
(Sur deux cas de méningo-radiculite infectieuse observés dans la méme 
famille). Jean Hallé, Hépiteaux de Paris, Paris France . Bull. Acad. nat. 
méd. 132:70-72, Jan. 20 & 27, 1948. 

Two cases of an apparently infectious disease of unknown etiology are 
reported. A high fever suddenly developed in a 10 year old boy; there were 
no prodromal symptoms. After forty-eight hours the fever spontaneously 
disappeared. Three days later his 11 year old sister had an identical illness 
of short duration. 

Fight days after the onset of the first febrile episode the boy was ill 
again; he had 40 C. temperature, severe vomiting, intense headache, stiff 
neck and a positive Kernig sign. In spite of these signs of meningeal irrita- 
tion a lumbar puncture was not permitted by the parents. Within seventy-two 
hours the fever disappeared but some nuchal rigidity remained. During 
this interval the sister also had another attack. 

Two weeks after onset a slight peripheral left facial paralysis was evi- 
dent in the boy. Neurologic examination including study of the eye grounds 
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was negative. The girl had marked rigidity with opisthotonos which again 
subsided spontaneously in a few days. Gradually all neurologic signs dis- 
appeared in both children but marked emotional instability persisted (abrupt 
changes from hilariousness to despondency ). 

Inquiry revealed that 2 younger children of the family had passed 
through a somewhat similar episode two weeks previously. 

The differential diagnoses con-idered included poliomyelitis, meningeal 
leptospirosis (serologic examinations, however were negative one month 
later), Guillain-Barré syndrome and others, but the constant course of the ill- 
ness did not appear to follow any of these patterns. It is suggested that some 
other neurotropic virus may have been the cause of the illness. 


Staphylococcic Carriers. Role of Nasal Infection in the Spread of Ill- 
ness (Les porteurs de germes staphylococciques. Role de Vinfection nasale 
dans la diffusion de la maladie). P. Mercier and J. Pillet, Institut Pasteur, 
Paris, France. Bull. Acad. nat. méd, 132:269-71, Apr. 20 & 27, 1948. 

The chronicity and relapsing character of infections with staphylococci 
suggests that reinfection from an endogenous or exogenous source may be 
important in the natural history of this disease. One possibility, which has 
not been given much attention previously, is that the staphylococei harbor- 
ed in the nasal cavity may serve as source of infection and reinfection. 

The spread of such organisms could take place in one of two ways: 
(1) hands carry them from nose to skin, with resulting secondary invasion; 
(2) bacteria can occasionally invade abraded areas of the nasal mucosa 
and be carried to bone or other common foci of staphylococeic absesses. 

Recent work has demonstrated that the staphylococei found in the 
nasal cavity are pathogenic by laboratory tests and are frequently identical 
with the organisms isolated from evident pathologic processes in the same 
patient. 

A study was carried out at the Pasteur Institute and Hospital, to con- 
firm these results. Of 90 patients, admitted to the hospital for various non- 
staphylococcic illnesses, 81 were found to carry pathogenic staphylococci 
in the nose. Practically all of the isolated strains were coagulase positive 
and produced alpha hemolysin. By general agreement such organisms are 
considered pathogenic. 

The question of the significance of these findings cannot be answered 
at present. Future work will have to show whether such carriers are more 
likely to develop staphylococcic infections than other individuals, or wheth- 
er they represent a source for the dissemination of these organisms to others. 
The control of this carrier stage must likewise be investigated. 12 references. 

(The nasal secretions have been showed to be an important source for 
dissemination of hemolytic streptococci. Quart. Rev. Med. 4:209, May 
1947.— ep.) 


é 
< 
| 
» 
% 


QUARTERLY REVIEW OF MEDICINE 


Types of the Diphtheria Bacillus and Clinical Diphtheria. Observa- 
tions During the Diphtheria Epidemic in Copenhagen in the Winter of 1943- 
44 with Special Reference to the Relation Between the Types of the Bacillus 
and the Clinical Symptoms, Complications, Prognosis and Autopsy Find- 
ings. E. Ammundsen, J. Bang. G. Franck, A. Hansen, H.C. A. Lassen, J. P. 
Vald, Poulsen, E. Snorrason, P. Thygesen, BJ. Vimstrup and H. H. Zimsen, 
Blegdam Hospital, Copenhagen, Denmark, Acta med. Seandinay. 129:415- 
40, Jan. 27, 1948. 

In the fall of 1941 an intensive vaccination campaign against diphthe- 
ria was started in Copenhagen, resulting in the immunization of a majority 
of the children. In the course of the preceding years the diphtheria mor- 
bidity had been decreasing markedly and in 1942 this trend continued, so 
that during that year the total number of cases was only about 50, the low- 
et since 1879. In 1943, however a large number of severe cases of diphthe- 
ria appeared, chiefly of the gravis type and apparently imported by Ger- 
man troops. 

A total of 403 patients with diphtheria were hospitalized in 1943. 
Two-thirds of them were women, and 69 per cent over the age of 15 years, 
whereas in other years over 70 per cent had been under 15 years of age. 
This shift was attributed to the effects of vaccination. 

One-third of the patients had infections with the gravis and one-third 
with the mitis type of diphtheria bacilli. Fourteen per cent of the latter 
and 6 per cent of the former died. Three per cent of patients had both 
gravis and mitis organisms in their throat and membranes; in 10 per cent 
the organisms could not be typed. 

All patients received antitoxin therapy, nevertheless 36 of the 403 pa- 
tients died. No deaths were encountered among vaccinated persons but 2 
of the deaths occurred in individuals who had claimed to have had diphthe- 
ria: 29 others also gave a past history of diphtheria. At least 25 per cent 
of the diphtheria patients had received prophylactic vaccination but they 
contracted the disease; among these there were no fatalities. Some of these 
individuals were definitely vaccinated more than two years prior to their 
disease, suggesting that it may be necessary to revaccinate at relatively fre- 
quent intervals in the presence of a high incidence of diphtheria. 

Complications were quite common. Eighty-five per cent of the individ- 
uals with severe diphtheria had demonstrable electrocardiographic changes. 
Thirty-six per cent of the patients had neurologic symptoms. An immediate 
severe shock-like reaction to antitoxin (horse serum) developed in 39 of 
43 patients given a certain lot, although their conjunctival and skin tests 
showed no evidence of sensitivity. In 73 cases the spinal fluid was examined 
and in 51*one of them there were abnormalities of protein content or cell 
count. 

Among the fatal cases diphtheria bacilli were found in the blood 
stream at necropsy in 13 per cent, in the lungs in 65 per cent in the liver 
and spleen in 5 to 8 per cent. Invasiveness of the organisms was much 
greater in the gravis type and probably contributed to the higher mortality. 

(The differentiation of diphtheria bacilli into three types, gravis, in- 
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termedius and mitis, was first made by Anderson et al. in 1931. Organisms 
of the gravis type have frequently been isolated from patients with a severe 
form of the disease which is relatively refractory to antitoxin. These cases 
have been fairly common in Europe but relatively few have been observed 
in the United States. No qualitative antigenic difference has been satis- 
factorily demonstrated but the higher virulence is attributed to greater and 
probably more rapid production of toxin, These observations emphasize the 
importance of generalized prophylactic vaccination and of the administra- 
tion of antitoxin to every case of the disease at the earliest possible moment. 
—ED.) 


Tularemic Meningism and Serous Meningitis. A Report of Twenty- 
Eight Cases Observed During an Epidemic of Tularemia Transmitted by 
Insects in Settlements of Deportation Asino and Jaja, Siberia, USSR. George 
B. Jerzy Glass, New York Medical College, New York, N.Y. M. Clin, 
North America 32:769-78, May 1948. 

One hundred and twenty-one cases of tularemia were observed in the 
summer of 1941. One hundred and fifteen cases out of the total 121 belonged 
to the ulceroglandular form and 114 cases were confirmed by serologic or 
allergic test. No direct contact of the infected persons with rodents could 
be traced in any of these cases. The source of infection was the water rat 
(Arvicola amphibius). The infection was transmitted to man by small in- 
sects (probably mosquitoes). The epidemic was rather benign in nature 
and the mortality rate was only 1.7 per cent (2 deaths out of 121 cases). 
A striking clinical feature of the epidemic was the uncommon location of 
the primary tularemie focus. In 81 this was on the leg or the foot and was 
associated with a regional inguinal or femoral lymphoadenopathy. 

Another outstanding feature was the frequent, initial and transient in- 
volvement of the meninges in a form of meningism or serous meningitis. 
These observations warrant publication since no similar information could 
be found in the world literature. Tularemiec meningitis is a rare complica- 
tion of tularemia and only 6 fatal cases are recorded in the American litera- 
ture. There is no record of a similar epidemic. These cases of tularemic 
meningeal involvement differ in many respects from the reported cases of 
tularemic meningitis. Meningeal involvement manifested itself most fre- 
quently by signs of meningism and at times by signs of serous meningitis 
or meningo-encephalitis (purulent meningitis was not found); it was a sign 
of acute tularemie invasion and not a terminal complication. 

The invelvement was usually transient and regressed during the course 
of the disease; it was intimately associated with the other essential signs 
of the ulceroglandular form of tularemia. Frequently the diagnosis was 
possible on the basis of the characteristic tetrad of signs which developed 
in the early hospitalized patients (meningism; high fever: painful regional 
lymphadenitis, usually located in the inguinal or femoral area); primary 
focus consisting of a characteristic papule or pustule surrounded by a small 
area of infiltration and usually located on the lower leg or on the foot. 
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Diagnosis was usually confirmed by spinal tap, agglutination reaction and 
allergic intradermal test. 

The symptoms of meningism were stiff neck, positive Kernig 
sign, positive Brudzinski sign, stupor or coma, severe headache, increased 
pressure of the cerebrospinal fluid, improvement of all symptoms after spin- 
al tap, hypersensitivity of the skin and bradycardia. 

Spinal tap was done in 24 of the 28 patients showing signs of menin- 
geal involvement. The pressure of the cerebrospinal fluid was increased in 
all cases, so that the fluid spurted out in form of an are, straight stream 
or by fast drops. In most cases 30 to 40, sometimes 60 to 70 cc. of fluid 
had to be removed before the pressure returned to normal. The cerebro- 
spinal fluid was transparent, clear and watery in all cases. The protein 
content was below 60 mg. per 100 ce. in two-thirds of cases and up to 100 
to 160 mg per 100 cc. in the remaining one-third. The Nonne-Apelt reac- 
tion was usually negative. The cell count was normal in most of the cases. 

Meningism usually appeared during the early days of the disease and 
the duration of the meningeal symptoms observed in the hospital was one 
to nine days, (most frequent being four to six days). Some of the cases 
showing meningeal symptoms of long duration, an increase of the protein 
content, and slight increase in cells in the cerebrospinal fluid should be 
classified as tularemic serous meningitis (8 cases of this type were observed ). 

Four of the cases showed, in addition, signs of cerebral lesions, so that 
meningo-encephalitis was suspected. In addition to the usual meningeal 
signs these cases showed all or some of the following signs: hallucinations. 
restlessness or somnolence, hyperkinesia, transient convulsions of short dur- 
ation, positive, usually unilateral and transient Babinski, incontinence of 
urine and feces, hippus of pupils, or wide pupils very slowly reacting to 
light; 3 of these patients recovered and 1 died. The course of the disease 
was in general benign for recovery occurred in all but 1 case. 

The involvement of the central nervous system in tularemia seems to 
be due to a certain neurotropic affinity of the Bacillus tularense. The con- 
stant initial signs of acute tularemia such as severe headache, vomiting and 
disturbance of consciousness indicate a slight meningeal irritation. If the 
intensity of attack in regard to the central nervous system is greater, 
meningism, serous meningitis, meningo-encephalitis or fatal purulent menin- 
gitis may develop. 

It is not clear upon what factor invasion of the central nervous system 
by the Pasteurella tularensis depends. The virulence of the strain and its 
various organotropic affinities seem to have some importance. Apparently 
the sex and the age also predispose to involvement of the central nervous 
system. Children accounted for more than one-half of the cases of tularemic 
meningism. Also adult females seem to be susceptible to the involvement 
of the central nervous system in tularemia. 11 references. 3 tables.—Au- 
thor’s abstract. 


‘ 


QUARTERLY REVIEW OF MEDICINE 


Friedlander Bacillus Meningitis. Report of Seven Cases with Two 
Recoveries. S.S. Jacob and F. H. Top, Herman Kiefer Hospital, Detroit, 
Vich. Ann. Int. Med. 28:1003-1009, May 1948. 

Of 3.377 cases of meningitis only 7 were attributed to the Friediander 
bacillus. Aceording to the available literature, there have been 33. pre- 
viously reported cases. All ages are about equally susceptible with the 
exception of the age group 5 to 14 in which no cases oecurred. The sex 
incidence is 2:1. male to female and the majority of cases have been found 
in the white race. The initial spinal fluid cultures were positive in most 
cases. A positive blood culture is apparently indicative of a poor prognosis. 
In over half of the adult cases, the middle ear, mastoid or sinuses were 
the probable primary foci. Debilitating chronic disease such as syphilis. 
diabetes and alcoholism may predispose to the development of Friedlan- 
der’s meningitis. It is especially noteworthy that 17.5 per cent had diabetes 
or glycosuria. 

The clinical signs and symptoms of Friedlainder’s meningitis are in- 
distinguishable from those cases caused by other types of virulent organ- 
isms, 

The 2 patients who recovered were given combined sulfadiazine and 
penicillin. This therapy apparently aided recovery as did streptomycin in 
other reported cases. The combined administration of large doses of sulfa- 
diazine, penicillin and streptomycin is recommended in the treatment of 
Friedlander’s meningitis. 18 references. | table.—Author’s abstract. 


Brucella Antibodies Following Cholera Vaccination. C. Wesley Eisele, 
Norman B. McCullough and Grace A. Beal, University of Chicago, Chicago, 
Il. Ann. Int. Med. 28:833-37, April 1948. 

Twenty individuals with previously negative brucella agglutination 
tests, opsonocytophagic tests. and skin tests were given the standard two- 
dose immunization against cholera. The brucella agglutination test  be- 
came positive in all of these individuals; in 80 per cent the titer rose to 
1/40 or higher; in 60 per cent to 1/160 or higher; in 45 per cent to 1/320 
or higher. The brucella opsonocytophagie test became positive in 80. per 
cent of the subjects. In 65 per cent the test showed marked phagocyiosis 
by 20 to 100 per cent of the cells. The brucellergen skin test remained 
negative. Brucella agglutinins and opsonins were demonstrable in signifi- 
cant titer in a number of these individuals after the lapse of one year. 
Unless it becomes widely recognized that brucella antibodies arise after 
cholera vaccination, further confusion may occur in the diagnosis of chronic 
brucellosis. 8 references. 1 table.—Author’s abstract. 


Chronic Meliodosis Discussion, Case Report and Special Studies. Leo- 
nard B. Gutner (Capt., M.C., A.U.S.) New York, N.Y. and Myron W.,, Fisher. 
(Lt., Sn.C., A.U.S.), Denver, Colo. Ann. Int. Med. 28:1157-69, June, 1948. 

Meliodosis is a rare disease caused by Malleomyces pseudomallei. The 
disease is fatal in approximately 95 per cent of the cases but occasionally 
a chronic form of the disease develops. In the case reported, the patient 
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had been stationed in Luzon. Philippine Islands, when the first symptoms 
developed. He continued to show symptoms of pulmonary suppuration after 
he returned to the United States and signs of lymph node and spleen in- 
volvement developed. Malleomyces pseudomallei was finally isolated from 
a suppurating lymph node in the neck. This is the first recorded isolation 
of this organism in the Western Hemisphere and also the first case reported 
in which the disease was contracted in the Philippine Islands. In vitro tests 
were made with the organism to determine whether it was sensitive to strepto- 
mycin, penicillin, sulfadiazine and urea separately or in combination. It 
was found to be resistant to all these drugs and antibioties within the limits 
of practicable blood levels, this resistance was not modified by any combi- 
nation of drugs and antibioties tested. This finding is supported by the 
leck of clinical response in this case to any form of chemotherapy. The 
oniy measure that resulted in any improvement was surgical incision and 
drainage of the involved lymph nodes. 16 references. 6 figures. 


Progressive Coccidioidomycosis. Report of a Case. N. A. Harvey (1st 
Lt... V.C., AU.S.) Brooklyn, N.Y. Ann, Int. Med. 28:651-61, March 1948. 

In the first few months the illness seemed to be under control but a 
relapse with high fever occurred which could not be checked by 6,260,000 
Oxford units of penicillin. The central nervous system became affected 
and death ensued. In this attack the symptoms resembled miliary tubercu- 
losis (pleural effusion, positive tuberculin test, slow antibody production). 
The skin test for coccidioidin was negative in a 1:100 dilution. 

Autopsy showed invasion of nearly every organ. Nodules were found 
in the lungs, spleen, liver and kidneys, which consisted of caseous necrotic 
material encased in a partly hyalinized capsule. Spherules or endo- 
spores of Coccidioides immitis were seen within the nodules and in the sur- 
rounding tissues. In the brain the white matter appeared edematous and 
the pyramidal cells were degenerated. The peritoneal cavity was filled 
with fluid and fibrin was deposited on the peritoneal membranes. The port- 
al of entry was the lungs and infection had spread hematogenically into 
the spleen, liver, peritoneal cavity and brain. 

According to army tests this disease is endemic in the southwestern 
United States, northern Mexico and in Hawaii. Occasionally it occurs in 
the eastern, northern and central states. (The incidence of the generalized 
type of infection among the white population is low but the affliction has 
a 50 per cent mortality.) The usual manifestations are so mild they may 
be mistaken for a common cold. Rest plus supportive measures constitute 
the only effective treatment. 25 references. 2 figures. 


Brill’s Disease. Report of Two Serologically Proved Cases of Typhus 
Fever in Irish-Born Residents of Boston. Herbert R. Morgan, Franklin A. 
Neva, Robert J. Fahey, and Maxwell Finland, Boston City Hospital and 


Harvard Medical School, Boston, Mass. New England J. Med. 238:871-73, 
June 17, 1948. 


The original diagnosis in both cases was primary atypical virus pneu- 
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monia. This diagnosis was changed with the appearance of a rash which in 
the first patient developed on the second hospital day and appeared as 
small, red maculopapular lesions on the chest, back and, to a lesser extent, 
the upper arms. The second patient, one week prior to his admission, had 
noticed a blister-like formation at the wrist which he had taken to be an 
insect bite. On his third day of hospitalization, a maculopapular type of 
skin eruption appeared over the abdomen and eventually spread over the 
entire trunk and extremities Since the rash in Brill’s disease may consist 
of only a few macules or may be absent entirely, the diagnosis is rather 
easily missed. In cases, the diagnosis of rickettsial infection was made 
by serologic methods. Rickettsial complement-fixation tests showed consis- 
tently higher titers with the epidemic antigen than with those obtained with 
the murine antigen, the difference considered to be diagnostic of epidemic 
typhus fever. The Weil-Felix agglutination tests in both patients were con- 
sistent with the diagnosis of typhus fever because the agglutination tests 
with Proteus vulgaris OX19 showed a rise in titer but no significant ag- 
glutination was noted with strains OX2 or OXK. Negative tests for Rocky 
Mountain spotted fever and Q fever, rickettsialpox, and psittacosis elimina- 
ted these diseases as a possibility. In case 1 the rise in the rickettsial com- 
plement-fixation titers was still demonstrable one and eleven months after 
the illness and in case 2 for two months after the acute phase of the 
disease. Typhus vaccine was not given to either patient. The possibility of 
Brill’s disease should be considered in any foreign-born American regardless 
of race, if he comes from an area where epidemic typhus oceurs and if he 
presents an acute febrile illness characterized by chills, severe headache and 
fever with or without a skin rash. 4 references. 2 figures. 


Experimental Investigations of Q Fever [Quelques donnees sur la Q. 
fever (maladie de Derrick-Burnet) experimentale|. George Blanc, J. Bru- 
neau, R. Poitrot and B. Delage. Paris, France. Bull. Acad. nat. méd. 132: 
243-50, Apr. 6 & 13, 1948. 

Q fever, originally described by Derrick in Australia, has been ob- 
served throughout the world in a long series of outbreaks. Laboratory in- 
fections have been frequent and, on the whole, have paralleled in their 
clinical course the natural infections observed in persons exposed to cattle. 
In addition to the typical cases seen in epidemics which can be diagnosed 
on the basis of their clinical picture, there are many atypical cases pre- 
senting a short fever and vague pain. There probably also is a considerable 
number of entirely subclinical or latent cases. 

This study was carried out in an attempt to study experimental Q 
fever in paretic individuals by inoculation of viruses from hyalomma and 
Dermacentor ticks and from the blood of patients. 

The various modes of inoculation were largely responsible for the dif- 
ferent clinical pictures observed. After injection of 1 ce. of a suspension 
of spleen from an infected guinea-pig into the deltoid muscle the following 
symptoms developed: after incubation of one to two days there was an ab- 
rupt high fever lasting for three to five days ending by crisis; at the site 
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of injection there was marked edema, erythema and tenderness for over 
one week. There was no regional lymph node enlargement or local ab- 
scess formation. Aside from generalized mild prostration there were no 
localizing symptoms or signs whatever. The virus can readily be recovered 
from the blood. The blood picture was always normal. 

Other viruses occasionally produce prolonged fever, lasting up to two 
weeks but no localizing signs ever developed and the chest always remained 
clear. 

Following intradermal inoculation of 0.2 cc of a similar spleen sus- 
pension only 2 individuals of 10 injected showed a transitory rise of tem- 
perature above 38 C. In one of these the virus could be recovered from 
the blood stream. All others remained absolutely free from symptoms, ex- 
cept for a small area of erythema at the site of injection lasting for about 
one week, occasionally forming a scab. 

Several drops of a similar inoculum were instilled into the nares of 
patients immediately following electroshock. In 6 individuals so treated 
reaction failed to develop clinically but when the same solution was ad- 
ministered to other patients by aerosol-spray, Q fever developed in 
the patients, the administering physician and helper; all had a marked 
thermal reaction, generalized prostration and definite lung lesions. 

Roentgen examination showed clear cut shadows radiating from the 
hilum to the periphery in asymptomatic individuals inoculated intranasally 
as well as by aerosol and accompanied by symptoms. The shadows appeared 
about the fourth to fifth day after inoculation and increased for about 
two weeks, while the patient was quite well. Occasionally the shadows were 
present for four to six weeks. 

Every infection, even the asymptomatic ones after intracutaneous in- 
jection, resulted in complete immunity to both the homologous and hetero- 
logous viruses of the Q fever group. 

All infected individuals likewise developed a very definite increase 
in titer for agglutinating and complement fixing antibodies. It is suggested 
that the lack of reaction to intracutaneous injection may permit effective 
vaccination with live virus. 8 references. 4 figures. 1 chart. 


A Case of Q Fever Observed in the Vicinity of Algiers (Nouvelle ob- 
servation de Q fever faite dans les environs d’ Alger). Jacques Lengrand, 
Algiers, North Africa. Bull. Acad. nat. méd. 132:251-53, Apr. 6 & 13, 1948. 

Within the past few months the presence of Q fever has been estab- 
lished in several areas of North Africa, including Morocco and Algiers. The 
case here reported is the second one observed in the region of Algiers. 

A 27 year old vegetable merchant was taken suddenly with a chill 
one evening, accompanied by muscular aching and prostration. Restless- 
ness prevented him from sleeping that night. The following morning he 
was very weak; his temperature 39 C. There was marked fatigue and some 
somnolence, with rather intense retro-orbital headache. Physical examina- 
tion showed a rapid pulse with the high fever but was otherwise entirely 
negative. The skin was clear and the spleen was not palpable. The most 
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remarkable finding was the marked discrepancy between the obviously se- 
vere prostration and fever and the complete absence of signs or localizing 
symptoms. For five days the fever remained between 39.8 and 41 C. then 
fell to normal in the course of the next two days. 

All laboratory examinations of blood and urine remained entirely nor- 
mal. Stools showed no amebae and were of normal color. 

On the sixth day of the illness fine rales appeared at the right lung 
base, persisting for 4 to 5 days. A roentgenogram showed a triangular 
shadow in the same region, poorly defined. 

Serum of the patient taken on the thirty-second day after onset of the 
illness showed a positive titer for Q fever up to 1:50 dilution. The epidemio- 
logic situation was not clear. However, in Morocco rodents and their ticks 
have been proved to be infected. This patients owned a dog which slept 
near his bed—the possibility of tick transmission is likely. 2 references. 


Postrabies Vaccine Paralysis. Shea Halle, Veterans Administration 

Hospital, New Orleans, La. New Orleans M. & S. J. 101:47-52, August 1948. 

The indications for use of rabies vaccine as a prophylactic against 

rabies need reviewing because of the grave danger of reactions (most 

serious of which are the encephalomyelitides). There are six types of re- 

action to Pasteur treatment, of which the last two are most serious: prompt 

urticarial rash; delayed tuberculin-like at injection site; type b—like with 

headache, fever, lymph node enlargement, nausea and general malaise; sim- 

ple peripheral neuritic form, often involving facial nerve; dorsolumbar 
myelitis; Landry type paralysis. 

The incidence of paralytic reactions varies markedly. There is varia- 
tion of reactions from 1 to 450 to 1 in 8.887 in different series. Differ- 
ences in preparations used seem important in that killed vaccine gives less 
reaction. There is no acceptable difference in the efficacy of the different 
products. Comparing the incidence of reaction to vaccine to the incidence 
of rabies following antirabic treatment, one finds: 


MORTALITY FROM RABIES FOLLOWING ANTIRABIES TREATMENT OF MAN 


Proportion (1 in) 


Contact: no bite 17,235 
Head bite 77.5 
Arm bite : 676 
Trunk bite 4.500 


Leg bite ; 2,100 


Etiology of reactions is uncertain. A recent concept presents an aller- 
gic basis for the reactions. In support of this, there can be showed: strong 
allergic history in patients who have showed reactions: frequent similarity 
of reaction to serum sickness and other allergic disorders; marked frequen- 
cy of paralytic reactions in patients receiving a second course of treatment; 
experimental work showing that brain tissue can act as an antigen and pro- 
duce organ specific antibodies. 
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The indications for Pasteur treatment are limited. It should be used 
only for persons known or suspected to have been biiten by rabid or sus- 
picious animals. Simple exposure to saliva on the bare skin is not an in- 
dication. Children are often treated for contact because of the poor history 
obtainable and because of the lesser danger of reaction in children. Few 
postvaccinal paralytic reactions have been reported in children under 15 
years. In persons bitten by a dog that can be observed there is no danger 
in waiting up to two weeks before giving the vaccine therapy, providing 
the bite does not involve the head or upper extremity. This type involving 
the head or upper extremity is usually treated promptly, and the treatment 
is interrupted if observation finds the dog involved to be free of rabies. 

Desensitization is of limited value. A short booster course should be 
considered in those taking repeat courses. Skin testing is of limited value. 
Treatment is symptomatic. Early use of suprapubic cystostomy is advised. 
Antihistaminics were of little value after paralysis. 14 references. 1 table. 
—Author’s abstract. 


A Fatal Case of Myelitis After Antirabic Vaccine. L. Ansell (Major, 
R.A.M.C.). Brit. M. J. 4571:338-40, Aug. 14, 1948. 

A healthy soldier was bitten by a healthy puppy fourteen days pre- 
vious to admission to the hospital. Twelve antirabic injections were given 
starting two days after the accident; the vaccine was discontinued because 
the dog showed no evidence of disease. On admission, the patient’s tempera- 
ture was 101] F., pulse 88 and respiration 18. He was somewhat drowsy 


and had several red areas near the sites of injection, a few rhonchi in the 
chest and slightly enlarged axillary and inguinal lymph glands. Blood 
examination was negative for malaria. He became more toxic the next day 
with temperature 104.6 F. and a white cell count of 12,800 per cubic centi- 
meter. Hiccuping and vomiting commenced that night and urine was not 
passed. Paralysis of the legs developed the next day. Examination showed 
no abnormality of the cranial nerves. The paralysis extended with involve- 
ment of the lower abdominal muscles and threat of involving the respira- 
tory muscles. He was cyanotic, dyspneic and hiccuped continually. Peni- 
cillin was given in 50,000 unit doses every four hours intramuscularly and 
the patient put in an iron lung. He became delirious and the paralysis in- 
volved the muscles of the shoulder and arms with later involvement of 
the muscles of deglutition. Death occurred four days after admission. Lum- 
bar puncture within an hour after death showed clear cerebrospinal fluid. 
Diagnosis made from autopsy findings was acute disseminated myelitis ex- 
tending into the brain stem. There was no evidence of rabies. 

The incidence of neuroparalytic complications after use of antirabic 
vaccine is given as 0.012 per cent for cases treated with phenol killed 
vaccine and 0.017 per cent for all types of antirabic vaccine. Symptoms 
usually develop about two weeks (maximum of thirty-five days) after the 
first dose of antirabie vaccine. Any one of four conditions may develop. 
The most serious is an ascending Landry type paralysis. This has a mortal- 
ity of about 30 per cent. A dorsolumbar transverse myelitis involving the 
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legs, bladder and rectum is more common and has a mortality of about 5 
per cent. A mononeuritis or multiple neuritis with cranial or peripheral 
nerve involvement, rarely the optic nerve, or a meningoencephalomyelitis 
may occur. These accidents are theoretically explained as being caused by 
a virus, toxin or allergy. The evidence in this case indicates an acquired 
anaphylaxis as the cause. 

This case illustrates the necessity of only administering antirabic treat- 
ment when definitely indicated. Preliminary skin tests for sensitivity are 
desirable, especially with a family or personal history of allergy. Use of 
antihistamine drugs is worthwhile if neuroparalytic complications have ap- 
peared when the patient is first seen. The usual precautions of providing 
adequate rest with avoidance of unnecessary exertion and alcohol during 
antirabie treatment should be followed. 12 references. 


Evaluation of Vaccination Against Epidemic Influenza in Man. F. G. 
Blake, University, New Haven, Conn. Bull. New York Acad. Med. 29:308- 
28, May 1948. 

Filtrates of throat washings obtained from influenza patients and stored 
at —76 C. for fourteen to eighteen months were effective as vaccines. 
Penicillin (125 Oxford units per ec.), when added to unfiltered washings, 
facilitated virus isolation, since it increased sensitivity of the growth method 
using the amniotic fluid as medium. Efficiency of vaccination varied with 
the type of vaccine and concentration of material, where the red blood cells 
of a chick embryo were used as virus adsorbent. 

The chick embryo-canine distemper vaccine gave in some cases 50 
per cent protection against influenza A (caused by the Weiss or PR-8 strains 
of virus). A concentrated vaccine against influenza B (the Lee strain) was 
likewise highly effective. A mixed vaccine containing the PR-8, Weiss and 
Lee strains was tolerated by most patients, as it contained only traces of 
ovalbumin. The mixture remained stable for eighteen months. 

Numerous tests carried out in the Army (1942 to 1943) showed stable 
titers of blood antibodies following vaccination. In 89 per cent of subjects 
immunized from influenza A the constant antibody level lasted two weeks; 
in 69 per cent, four months and in 66 per cent, one year. The respective 
figures for influenza B were 82. 70 and 57 per cent. A titer of 250 was 
the minimum protective antibody concentration in the blood. 

The mixed vaccine proved nontoxic (especially the protamine precipi- 
tation vaccine). Allergic responses in adults were few. In children a_pre- 
liminary intradermal test (0.02 ec. of vaccine) had to be given. In allergic 
cases the dose was divided into three parts. 

Checkup experiments throughout the country showed in 1943 and 1945 
a drastic reduction of incidence (70 per cent and more). Lost workdays 
in industry were cut down to one-fourth of the former amount. 

In 1946 to 1947 vaccination experiments gave negative results because 
the PR-8 responsible for the epidemic in the spring of 1947 was found to 
be in a modified state. Annual vaccination, preferably in October, with a 
mixed AB vaccine is recommended. 103 references. 
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Results of Vaccination Against Influenza During the Epidemic of 
1947. Clayton G. Loosli, James Schoenberg and Gwendolyn Barnett, M. S., 
University of Chicago, Chicago, Ill. J. Lab. & Clin. Med. 33:789-98, July 
1948. 

Seven hundred and ninety students were vaccinated and 1,230 served as 
controls. Three different commercial influenza vaccines, containing 50 per 
cent Lee, 25 per cent PR-8 and 25 per cent Weiss strains were used; these 
were prepared by the red cell eluate, calcium phosphate adsorption and 
high speed centrifugation methods respectively. The number of students re- 
ceiving the three vaccines was approximately the same. Vaccinations, given 
in the dormitories, were begun on November 6 and completed on Decem- 
ber 6, 1946. The immune response to the three vaccine preparations was 
about the same as determined by the Salk modification of the Hirst chick- 
en red cell inhibition agglutination test. 

A sharp increase in the incidence of acute respiratory disease charac- 
teristic of mild influenza occurred among the student population during 
the first week of March, 1947. Antibody determinations for influenza A 
virus (PR-8 and Weiss strains) showed an increase in titer in convalescent 
serums from a portion of the unvaccinated patients admitted to the hospital. 
During the period of increased incidence (Mar. 2 to Apr. 5, 1947), the 
attack rate was the same (9.5 per cent) in the vaccinated (75) and un- 
vaccinated (117) groups; 2.5 per cent (20) and 2.36 per cent (29) respec- 
tively were admitted to the hospital. 

Two strains of influenza virus, found to be closely related, were iso- 
lated from throat washings employing the egg technic. The serums of some 
of the patients admitted to the hospital, both from the vaccinated and un- 
vaccinated groups, showed a marked rise in antibody titer against these 
strains. Antibody titers for influenza A virus (PR-®) in the serums of 
patients in the acute stage admitted from the vaccinated group were only 
slightly lower than the postvaccination levels. Sixty pairs of prevaccina- 
tion and postvaceination serums were again tested for antibodies against 
the PR-8, Weiss and Lee strains of virus as well as the new strains. There 
was an average of four-fold or greater rise in titer against the former and 
none against the latter. This shows that there was no close antigenic relation- 
ship between the new strains causing the epidemic and those making up 
the vaccine. This would explain the lack of effect of the vaccine in this 
outbreak of influenza. The problem of control of epidemic influenza in 
the light of the above findings is discussed. 21 references. 5 tables. 1 fig- 
ure.—Author’s abstract. 


A Case of Infectious Mononucleosis with Atypical Pneumonia. Man- 
uel Rodstein, Montefiore Hospital, New York, N. Y. Ann. Int. Med. 28: 
1177-87, June 1948. 

A man 21 years of age had had two previous attacks of what was 
diagnosed as lobular pneumonia in the first and primary atypical pneu- 
monia in the second attack. At the time of the third attack, the roentgen 
findings were typical of primary atypical pneumonia; no pathogenic or- 
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ganisms were found in the sputum. An elevated cold agglutinin titer was 
also demonstrated but agglutinins to Streptococcus MG and to psittacosis 
were not present. In the first two previous attacks blood counts and smears 
had been reported as normal but in the third attack examination of the 
blood showed the characteristic picture of infectious mononucleosis with 
atypical lymphocytes, an initial leukocytosis followed by mononucleosis, 
then a return to a normal, blood picture. The heterophil antibodies were 
elevated, and the Davidsohn test was interpreted as serologically positive for 
infectious mononucleosis. Cephalin flocculation and thymol turbidity tests 
were positive. On the basis of these findings it is suggested that the pul- 
monary lesions in this case were due to the unknown etiologic agent of 
infectious mononucleosis. 23 references. 1 table. 4 figures. 


Cervical Actinomycosis with Embedded Foreign Body and Without Si- 
nus Formation. Harry F. Klinefelter, Jr., Baltimore, Md. and William C. 
Humphries, Cleveland, O. Ann. Int. Med. 27:638-40, October 1947. 

A 30 year old soldier abraded the mucous membranes of his throat 
with a long straw and thought that a portion of the straw had stuck in 
his throat: repeated examinations of the pharyngeal mucosa showed no 
abnormality but a mass in the left side of his neck slowly increased in 

size and the overlying skin became red and indurated; there was no sinus 
formation. Three months after onset, he was treated intensively with peni- 
cillin, sulfadiazine and potassium iodide for three weeks and the mass 
decreased slightly. Surgical excision was then carried out, and a straw 1 
em. in length was found embedded in the diseased tissue near the tonsillar 
fossa. Microscopic examination of the tissue showed numerous actinomyces 
granules with characteristic marginal clubs. Chemotherapy was continued 
for two months. The wound healed by first intention and the patient was 
well five months postoperatively.—Author’s abstract. 


Post Hepatitis Cirrhosis. Sheila Sherlock, Postgraduate Medical 
School of London, London. England. Lancet 1:817-22, May 29, 1948. 

In acute hepatitis the reticulin framework of the hepatic lobule usual- 
ly remains intact and regeneration of liver cells follows a normal anatomic 
pattern. Cirrhosis commonly follows a severe hepatitis in which the 
reticulin is distorted and condensed where the liver cells have been lost. 
Cirrhosis may be recognized at an early stage when hepatic cell necrosis 
is still prominent but usually the cell necrosis subsides and hepatic fib- 
rosis may produce portal hypertension as a late result. Although differences 
in the hepatic histology exist between post hepatitis and classic Laénnec’s 
cirrhosis, the resultant clinical end picture may be identical. Post hepatitis 
cirrhosis is difficult to diagnose clinically and routine biochemical method 
may give no help. Aspiration liver biopsy is of diagnostic value. 25 refer- 
ences. | table. 10 figures.—Author’s abstract. 
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Kala-Azar Report of a Case Showing Unusual Leukocyte Response and 
Prolonged Incubation Period. Morse D. Levy, Jr. (Capt., M.C., A.U.S.) 
and Marvin J. Yiengst (Lt., Sn.C., A.U.S.). J. A. M. A. 136:81-84, Jan. 
10, 1948. 

Symptoms of fever, chill and general malaise at first suggested the 
diagnosis of malaria and quinacrine was used in treatment but blood smears 
for malarial parasites were repeatedly negative. The diagnosis of kala- 
azar was finally established by finding Leishman-Donovan bodies in the 
bone marrow. Treatment with ethylstibamine resulted in prompt improve- 
ment and ultimate recovery. During the course of the illness the blood counts 
showed marked leukopenia (total white cell count as low as 1,800) with 
a shift to the left in the differential count. The platelet count was also 
below normal (111.800). 

After the correct diagnosis was made in this case, a study of the areas 
in which the patient had served overseas where kala-azar is endemic show- 
ed that the incubation period must have been at least seventeen to eighteen 
months. This indicates that at present kala-azar must be considered as a 
possibility in the diagnosis of fevers that occur in the United States, in 
persons who have heen in such endemic areas. 6 references. 1 table. 2 fig- 
ures. 


References to Current Articles 


The Incidence of Primary Atypical Pneumonia of Unknown Ftiology. J. 
Roswell Gallagher, Phillips Academy, Andover, Mass. Yale J. Biol. 
& Med. 20:473-77, May 1948. From a review of the literature and 
the findings in this study, it is concluded that primary atypical pneu- 
monia etiology unknown has not occurred more frequently in recent 
years than formerly but that it is more easily and more frequently 
recognized because of a wider interest in the etiology of acute pul- 
monary infections and the more frequent use of the roentgen examina- 
tions in diagnosis. 21 references. 1 table. 


2. Chemotherapy of Infectious Diseases 


Paludrine. A New Anti-Malarial Drug. Mahader Choudhurry, Pat- 
Lahera State. E.S.A. Antiseptic 44:606-608, September 1947. 

Results obtained by the use of Paludrine in a series of malarial cases 
are presented. The drug was used in 1 Gm. tablets. The first patient was a 
45 year old man who had had malaria for three days. He was given 2 
tablets daily for two days without effect and the dose was increased to 3 
tablets daily. The temperature remained normal the next day and rose to 
99.8 F. the following day. He was given 1] tablet daily for the sixth and 
seventh days and then 1 tablet twice a week. He has now been free of 
malaria for six weeks. The second patient had the usual symptoms of ma- 
laria on alternate days and a temperature of 105 F. for two days. She was 
given 3 tablets daily for four days. The temperature remained normal 
during this time except for one paroxysm. Two tablets were given daily the 
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fifth and sixth days and then | tablet twice a week. She had no signs of 
malaria for six weeks. 

A group of 18 malarial patients were then treated with Paludrine on 
the following schedules: 

Schedule 1:—One tablet twice a day for four days and then 1 tablet 
twice a week as prophylaxis and to prevent relapse. The temperature of 
1 of 2 patients treated by this method became normal after forty-eight hours 
and in the other in seventy-two hours. 

Schedule 2:—Eight cases were treated with 3 tablets daily for four 
days. Blood examinations showed these patients to be heavily infected, 2 
with malignant tertian and 6 with benign tertian malaria. Temperatures 
were as high as 105 F. but became normal after the fourth day. Blood 
examination showed no asexual parasites remaining but gametocytes were 
found in 2 patients. No relapse has occurred for a month. 

Schedule 3:—Two patients with cerebral malaria were treated with 3 
tablets of Paludrine at a single dose. This was followed in six hours by 2 
tablets if there was no clinical improvement. One tablet was then given 
every six hours for three days and then 1 tablet twice a week to prevent 
relapse. One of these patients, 17 years old, was semicomatose. Blood ex- 
amination showed a heavy malignant tertian infection, ring form. He was 
also given glucose, 25 per cent intravenously, and coramine, 1 ce. He was 
given two more tablets six hours later. His temperature dropped from 103 
to 100 F. overnight. The temperature rose to 101 F. the following day 
but his mental condition steadily improved. The temperature was 98 F. 
the next morning and 99 F. in the afternoon. The dose was then reduced to 
| tablet twice a week and the temperature has been normal ever since. 

The other patient was a 21 year old woman with a heavy malignant 
gametocyte, temperature of 104 F. and delirium. She received 3 tablets of 
Paludrine by mouth, 1 ce. of coramine intramuscularly and 25 per cent glu- 
cose solution intravenously. Her temperature dropped to 100° F. in six 
hours and was 98 F. the next morning but rose to 102 F. in the afternoon. 
She received 1 tablet of Paludrine every six hours the second and third 
day and three times a day the fourth day. Her temperature was then normal 
and she was given | tablet twice a week. She has been well for a month. 

Blood examinations the seventh day in both these cerebral cases showed 
gametocytes present but no asexual forms. 

Results obtained in these cases showed that Paludrine was a very good 
antimalarial parasiticide, especially against asexual forms. It has little ef- 
fect on gametocytes. New attacks and relapses are prevented by taking 1 
Gm. twice a week. The recommended treatment for malaria is Paludrine, 
1 Gm. every six hours for four days and then 1 Gm. twice a week. Severe 
cases may be given higher and mild cases lower doses. The drug is 
apparently nontoxic. Some nausea, diarrhea and itching occurred but dis- 
appeared when the drug was stopped. Chemically, this drug is N,-p-chloro- 
hydrochloride. 

(Paludrine was the most effective of a number of new antimalarial 
drugs developed by the British during World War Il. It is now being 
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manufactured in the United States under British license and is distributed by 
Sharp and Dohme under the name of chlorguanide hydrochloride, a non- 
proprietary name assigned the drug by the Malaria Study Section of the 
National Institute of Health. Chlorguanide is reported to have a power- 
ful action against the malarial parasites in the red blood cells, to be one of 
the few drugs that attack the exoerythrocytic forms and the only drug which 
acts against more than one species of these forms. 

Chlorguanide is rapidly excreted, relatively nontoxic and is reported as 
having terminated clinical attacks of both benign and malignant malaria in 
two to ten days. The drug is supplied in tablets of 0.1 Gm. each. The 
recommended dosage is 0.1 Gm. (1 tablet) three times a day for ten days to 
obtain clinical cure of acute attacks of either benign or malignant tertian 
malaria. Relapses of the benign form are prevented indefinitely by taking 
0.1 Gm. once a week. It is possible that continuation of this treatment for 
six months, or perhaps increasing the dose to 0.1 Gm. twice a week, will 
finally eradicate the parasites but this is not yet definitely known. Daily 
doses of 0.1 Gm. prevented infection with malignant tertian among heavily 
exposed volunteers. The usual prophylatic dose of 0.1 Gm. twice a week 
has afforded complete protection against both benign and malignant tertian 
malaria to the extent that parasites did not appear in the blood.—®. HAYDEN. ) 


Investigation of the Action of Penicillin in Scarlet Fever and Its Com- 
plications (Recherches sur l'action de la penicilline dans la scarlatine et 
ses complications). Torben Jersild, Copenhagen, Denmark. Presse med. 56: 
93-95, Feb. 7, 1948. 

Superinfection or reinfection with streptococci of different types ac- 
counts for the majority of recurrences of streptococcic disease. To limit 
cross infections with streptococci of different types it is of the utmost im- 
portance to eliminate the organisms from the throat as rapidly and per- 
manently as possible. 

The sulfonamides have proved ineffective for this end but penicillin 
treatment makes possible the elimination of streptococci from the naso- 
pharynx in two days of treatment and practically removes the danger of 
suppurative complications from these organisms. 

Since December 1945 approximately 1,000 cases of scarlet fever 
have been treated. Alternate cases were treated with sulfonamides and 
with penicillin 100,000 units three times daily. Among 200 cases given 
sulfonamides in full doses the percentage of positive throat cultures did 
not decrease significantly. Among an equal number of individuals treated 
with penicillin for six days no more than 9 per cent had positive throat 
cultures after treatment was ended. Suppurative complications were en- 
countered in 40 per cent of the sulfonamide group but in only 6 per cent 
of the penicillin group. Likewise the sedimentation rate was much slower 
to return to normal in the former than in the latter. The average titer of 
antistreptolysin rose only to 150 units in the penicillin treated group where- 
as it reached 400 units in the sulfonamide-treated group. No specific ob- 
servations were recorded concerning the late nonsuppurative complications 
of streptococcic disease. 
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Prior to the introduction of chemotherapy there were in 1941, 256 
cases of otitis media among 1,529 patients with scarlet fever, 53 of whom 
needed mastoidectomy. In 1946 there were only 80 cases of otitis media 
among 1,583 scarlet fever patients of whom only 25 needed mastoidectomy. 


In October 1946 the penicillin schedule was modified to 150,000 units 
injected twice daily for six days. On this regimen the results were equally 
as satisfactory as with the more frequent injections. When the total time 
of treatment was cut to three days, however, the rate of bacteriologic re- 
lapse was as high as 70 per cent. After any form of penicillin therapy 
streptococci disappeared from the throat in eighteen to forty-eight hours. The 
treatment had to be longer than four to five days if these results were to be 
permanent. 

Cervical lymphadenitis disappeared rapidly with penicillin therapy 
and the fever dropped abruptly. In the sulfonamide control group fever 
lasted on the average seven days, in the penicillin group four days. 

These results establish clearly that it is not necessary to maintain con- 
stant blood levels of penicillin for adequate therapeutic effect. The ab- 
sorption delaying agents and adjuvants used to that end can therefore be 
abandoned. It is unnecessary to administer penicillin every three hours, 
because satisfactory results are obtained with injections spaced twelve hours 
apart, provided only that the dose be of sufficient magnitude and the treat- 
ment extended for a sufficient number of days. 


The Clinical Use of a Triple Sulfonamide Mixture. John H. Ledbetter, 
Nashville General Hospital, Nashville and George E. Cronheim, S. E. Mas- 
sengill Co., Bristol, Tenn. Am. J. M. Se. 216:27-31, July 1948. 

The chief danger of sulfonamide therapy has been kidney damage 
from precipitation of the free or conjugated drug. This is avoided by mullti- 
ple sulfonamide therapy. The three most commonly used drugs are sulfa- 
thiazole, sulfadiazine and sulfamerazine. These have similar antibacterial 
activity and are therefore interchangeable in most cases where sulfonamide 
therapy is needed. It is reported that this combination has been successfully 
used for acute pneumonia in Sweden without any known cases of renal 
calculi. The chief interest in multiple sulfonamide therapy has been the 
reduction of renal complications, especially crystalluria. This complicat- 
ion was reduced from 26 to 28 per cent of cases when a single sulfonamide 
was used to less than 3 per cent by using a mixture of these 3 sulfonamides 
without any alkalizing agent. 

A triple combination of sulfadiazine 3.5 per cent, sulfamerazine 3 
per cent and sulfathiazole 3.5 per cent by weight volume in an aromatized 
aqueous suspension base was administered to 28 unselected surgical patients 
requiring sulfonamide treatment. From 20 to 40 ce. was given initially, 
representing 2 to 4 Gm. of total sulfonamides followed by 10 ec. or 1 Gm. 
of total sulfonamides every four hours. The average blood concentration 
was 7.8 mg. free and 8.5 mg. of total sulfonamides. These figures repre- 
sent expected values from known average blood levels of each of these 
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sulfonamides and indicate that absorption of each is not interfered with 
by the other components. 

Multiple sulfonamide mixtures are also better tolerated so that the 
total dose of sulfonamides may be so increased that higher blood levels 
are also better tolerated so that the total dose of sulfonamides may 
he so increased that higher blood levels are obtained. This is especially 
important in conditions like meningitis where the drug has to pass into 
the cerebrospinal fluid and in cases infected by sulfonamide-resistant pa- 
thogenic organisms. Another advantage of multiple sulfonamide therapy is 
the low acetylation rate in both blood and urine. This apparently indi- 
cates that each sulfonamide is processed separately in accordance with its 
low individual concentration. This should make multiple sulfonamides more 
effective because only free sulfonamides have a bacteriostatic action. The 
rapidity of therapeutic response to the multiple sulfonamide mixture is 
emphasized. It was unnecessary to stop the treatment in any of these cases, 
16 references. 2 tables. 2 figures. 


Effectiveness of Sulfathiazole in the Bacteriuria with Typhoid Bacilli 
(Efficacité du sulfathiazol vis-a-vis de la bactériurie éberthienne). A, Le- 
mierre, Paris, France. Bull. Acad. nat. méd, 132:355-56, May 25 & June 
1. 1948. 

Urinary carriers of Eberthella typhosa are not quite as frequent as 
intestinal and gallbladder carriers but they play a significant role in the 
spread of typhoid fever. The control of such bacteriuria is usually not easy, 


although in a number of cases hexamethylene-tetramine is known to have 
heen successful, 

A few patients recovering from typhoid fever develop marked urinary 
symptoms with dysuria and pyuria which can be demonstrated to be due 
to the typhoid bacillus. One such case was treated with sulfathiazole, 3 Gm. 
for two days and 2 Gm. for the next three days, with prompt relief of 
symptoms and disappearance of organisms from the urine. Other cases of 
typhoid bacillus bacteriuria have similarly responded well to small doses 
of the drug, whether symptoms were present or not at the time of treatment. 

These results are all the more remarkable because the disease typhoid 
fever is not at all influenced by sulfonamide treatment and because the 
bacteriuria with typhoid bacilli is often persistant. Cases have been report- 
ed in which bacilli persisted in the urine for three years or more after the 
complete clinical recovery from the disease. It is suggested that every in- 
dividual recovering from typhoid fever have careful examinations of the 
urine, even if the stools are free from typhoid bacilli. If organisms are 
recovered from the urine, sulfonamide treatment is indicated. 1 reference. 
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Preliminary Report on the Beneficial Effect of Chloromycetin in the 
Treatment of Typhoid Fever. Theodore E. Woodward, Joseph E. Smadel, 
Herbert L. Ley, Jr., Baltimore, Md. and Washington, D. C., Richard Green 
and D. 8S. Mankikar, Kuala Lumpur, Federation of Malaya. Ann. Int. Med. 
29:131-34, July 1948. 

In this study chloromycetin was administered orally to 10 patients 
with typhoid fever. The initial dose in each case was 50 mg. per kilogram 
of body weight. Thereafter 0.25 Gm. was given every two hours until the 
temperature was normal and the same dose every three to four hours there- 
after during the first five days of normal temperature. The total dose per 
patient averaged 19.1 Gm. given over a period of 8.1 days. The drug was 
well tolerated and no clinical evidences of toxicity were observed. 

The mean duration of known fever prior to treatment in the 10 cases 
was 9.5 days. The course of the disease after the start of chloromycetin 
administration was markedly altered, there being evidence of improved 
general condition and lessened toxicity usually apparent within twenty-four 
hours after the start of specific treatment. The mean in 10 cases for the 
duration of fever after beginning chloromycetin treatment was 3.5 days. 
The cases were proved to have typhoid fever through isolation of Eberthella 
typhosa from the cireulating blood. 
| Two of the patients had relapses which responded promptly to a 

second course of chloromycetin. The organisms isolated during the relapse 
| were as sensitive to chloromycetin as those isolated initially. 

Chloromycetin has been found to exert a specific therapeutic effeet in 
patients with typhoid fever. The optimal schedule for administering — the 


drug remains to be determined. 42 references. 2 tables. 2 figures.—Author’s 
abstract. 


Subtilin. Mode of Its Antibiotic Action (La subtiline. Mécanisme de 
son activité antibiotique). C. Levaditi and J. Henry, Institut Alfred Four- 
nier, Paris, France. Presse méd. 56:493-94, July 10, 1948. 

In 1911 one of the authors had indicated that filtrates of cultures of 
Bacillus subtilis in vitro killed trypanosomes of African sleeping sickness. 
In vivo, however the preparation remained without effect. Similar observa- 
tions have recently been made with the American subtilin preparations. It 
has been also found that subtilin destroys rabies virus in vitro, apparently 
owing to some proteolytic properties. 

The preparations of purified subtilin are reviewed. The antibiotic spec- 
trum of this drug is not as wide as those of penicillin and streptomycin. Tu- 
bereulosis organisms are susceptible but no encouraging clinical responses 
have been reported. 

When the effect of subtilin was studied by observing the alterations 
in staining properties of microbes exposed to it for varying periods of time, 
much less marked changes were observed in staphylococei, Escherichia coli 
and anthrax bacilli than found with penicillin or with streptomycin. In the 
absence of such changes the drug nevertheless everted significant bacteri- 
cidal properties against these organisms. 
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The main changes observed in staining reactions were the loss of af- 
finity for silver impregnation and disturbances in both the nuclear material 
and the cytoplasmic structure. Apparently subtilin acts on the membrane 
of the organism and changes its behavior and osmotic properties. 


Chemotherapy of Leprosy. G. H. Faget and Paul T. Erickson, U.S.P. 
H.S., Carville, La. J.A.M.A. 136:451-57, Feb. 14, 1948. 

Promin was introduced in the treatment of leprosy at the National 
Leprosarium early in 1941. Later two other related sulfones, Diasone and 
Promizole, were tried with success. At present these three related drugs. 
administered individually, are considered superior to all other treatments 
of leprosy. 

The Sub-Committee on Therapeutics at the Second Pan American Lep- 
rosy Conference held in Rio de Janeiro, Brazil, in October 1946 took cog- 
nizance of the sulfone drugs as having an efficient therapeutic action in lepro- 
matous leprosy but it was felt that it was too early to approve them as 
definite chemotherapeutic agents for the disease. 

These drugs are of low toxicity and can be administered safely and 
intensively both enterally and parenterally. Promin must be administered 
intravenously to avoid toxic reactions; Diasone and Promizole have the 
advantage of being tolerated well orally and are so given routinely. The 
most frequent toxic manifestation encountered is a slow destruction of ery- 
throcytes. Infrequently, leukopenia and allergic dermatitis occur. Hema- 
turia and crystalluria have not been observed. Frequent clinical and labora- 
tory (blood and urine) examinations are recommended in order to detect 
any untoward toxic manifestations early. No claim is made that sulfones 
are specific in leprosy but clinical histopathologic and bacterioscopie im- 
provement, not due to spontaneous remissions, occur in most patients treat- 
ed. The response is slow but definite and few patients retrogress. Lepra 
reactions are not commonly aborted but decrease in frequency and severity. 
Arrested cases doubled the ten year yearly average prior to sulfones in 
1946. 

Streptomycin administered intramuscularly produced encouraging 
changes in leprous lesions during the first three months of treatment. After 
the initial responses, further improvement was not obtained, suggesting de- 
velopment of resistance to streptomycin by Mycobacterium leprae. 

Penicillin does not influence the course of the disease except for fa- 
vorable action on secondary infections of leprous and trophic ulcerations. 
| table. 6 figures.—-Author’s abstract. 


() Fever. Case Treated with Streptomycin. Leon Rosove, Santa Monica, 
Harold E, West. Los Angeles and Albert G. Bower, Pasadena, Calif. Ann. 
Int. Med. 28:1187-92, June 1948. 

Q fever was reported among American troops in the Mediterranean 
area and in Panama; an outbreak also occurred in a bombing squadron 
after its return to the United States from Italy. Outbreaks have occurred 
in the United States among workers in stockyards, slaughter-house and 
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meat-packing plants in Texas and Chicago. In May 1947 an outbreak of 
fever was identified in the Artesia area in Los Angeles county. During 
this epidemic a patient was admitted to the hospital because he failed to 
show any improvement when treated with penicillin and sulfadiazine on a 
diagnosis of lobar pneumonia. A diagnosis of Q fever was made. There 
was a definite history of a tick bite in this case. Because the U.S. Labora- 
tory at Bethesda. Md.. had found streptomycin effective in the treatment of 
Q fever in laboratory animals and because penicillin had had no effect in 
this case, the patient was given streptomycin in a dosage of 3 Gm. daily 
in divided doses for four days. then 1.5 Gm. daily for another four days. 
There was definite improvement with progressive fall of temperature in 
forty-eight hours: and recovery was complete in twelve days. As streptomy- 
cin therapy was not begun until the ninth day of the disease in this case, it 
is difficult to determine whether improvement might not have occurred with- 
out it. As the infection was unusually severe in this ease, with extensive 
pulmonary involyement, it is considered that the prompt improvement and 
recovery may well be attributed to streptomycin. Further clinieal trial of 
streptomycin in Q fever is necessary to establish its effieacy. 15 references. 
3 figures. 


3. Diseases Caused by Animal Parasites 


New Advances in the Treatment of Visceral Leishmaniasis ( Vouveau 
progres en matiere de traitement de la leishmaniose viscerale). P. Giraud. 
R. Bernard, R. and L. Guerrini-Pelissier, Marseilles. France. Presse méd. 
56:519-20, July 24. 1948. 

Glucantime (antimony sale of N methyl glueamine) is a complex 
antimonial supplied in 30 per cent solutions which are stable: 1 ml. con- 
tains 25 mg. of antimony. With twelve to fifteen daily injections of 1 to 5 
ml. each, excellent results have been obtained. The tolerance of this drug 
is high systemically although occasional sterile abscesses are seen at the 
site of injection. The systemic side actions seen were occasional diarrhea 
and febrile episodes. with maximal doses. In early, previously untreated, 
cases all overt signs of the infection often subside within three weeks, with 
normal blood count and normal temperature curve. The results have been 
better than with diamidine alone. 


References to Current Articles 


Treatment of Amebic Dysentery with Extracts of Holarrhena Floribunda 
(Traitement de la dysenterie amibienne par les extraits de “helarrhena 
floribunda” ). R. Crosnier, Merle Bernier, Molinier and Tabusse, Paris, 
France. Bull. Acad. nat. méd. 132:336-38, May 25 & June 1, 1948. 
Initial experiences with a crude extract of the plant showed that out of 
13 cases with amebic dysentery 9 were cured and in 6 patients who car- 
ried E. histolytica, the parasite disappeared. Treatment was in two 
courses, each of seven days in which 0.4 Gm. of the extract was admin- 

istered by mouth daily. 3 references. 
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4. Respiratory Disorders and Diseases 


Differential Diagnosis of Pulmonary Lesions. Stanley B. Clark, 
Brooks Memorial Hospital, Dunkirk, N. Y. New York State J. Med. 48: 
1587-92, July 15, 1948. 

Roentgenologic criteria for the differential diagnosis of the more com- 
mon pulmonary diseases are discussed together with the underlying patho- 
logic processes. 

Lung abscess and gangrene of the lung usually develop in the lower 
lobes. A rounded cavity, frequently with a fluid level and surrounded by 
a localized dense pneumonitis, is showed by roentgenogram. The cavity dis- 
appears radiographically when the bronchus leading to the abscess becomes 
obstructed and air in the cavity is replaced by exudate. This apparent dis- 
appearance of the cavity should not be mistaken for cure. 

Bronchieetasis usually starts as a bronchial dilatation and later pro- 
gresses to a parenchymal abscess cavity. It is usually bilateral and involves 
the lower lobes. Roentgenograms may show areas of interstitial infiltration 
at one or both bases with suspicious apparent cavity formations or there 
may be no apparent abnormality. The apparent cavities are actually dilated 
bronchi and the infiltrates result from the progressive inflammation out- 
side of and following the course of the bronchi. Lipiodol bronchograms 
are necessary for accurate radiographic diagnosis. 

Roentgenograms of pulmonary tuberculosis usually show a mixture of 
fibrosis and softer, poorly defined infiltrated areas with cavities which may 
be differentiated by their radiolucency in contrast to the surrounding in- 
filtration. The infiltration is not as much as in lung abscess. and the cavities 
are usually in the upper instead of the lower lobes. 

Silicosis is the most important of the pneumoconioses and is charae- 
terized radiographically by an extensive interstitial granular fibrosis con- 
verging on the dense and enlarged hilum. There may be associated areas 
of cavity formation indicating an accompanying tuberculosis. 


Since the advent of chemotherapy and antibiotics, pneumocoecic pneu- 
monia is difficult to distinguish radiographically from interstitial pneu- 
monia. The greatest density in lobar pneumonia is in the middle and _per- 
ipheral parts of the lung, however, whereas viral pneumonia usually shows 
enlarged, dense, hilar and perililar shadows. In passive congestion, the lung 
is filled with blood and the hilar shadows are dense, enlarged and inter- 
stitial. 


Roentgenograms of obstructive atelectasis show a characteristic, dense, 
homogenous shadow representing the collapsed lung. It is sometimes called 
veil-like because it does not fully obscure the underlying bronchovesicular 
markings. There is increased radiolucency in atrophic emphysema while 
roentgenograms of the hypertrophic form usually show an underlying chro- 
nic bronchial infection with thickened interstitial connective tissue. Roent- 
genograms of primary atypical pneumonia show widely varied infiltrations 
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which may be peribronchial or more or less confluent. Boeck’s sareoid is 
characterized radiographica!!y by marked pulmonary involvement’ with 
markedly enlarged hilar and mediastinal nodes. 7 references. 


Vaccination Against Tuberculosis with BCG in Seandinavian Coun- 
tries (La vaccination contre la tuberculose par le BCG dans les pays seandi- 
naves). F. van Deinse, Paris, France. Presse méd, 56:282-83, April 17, 
1948. 

The earliest -ignifieant studies were those of Heimbeck in 1924, who 
vaccinated tuberculin-negative student nurses at various hospitals in Nor- 
way. Among these vaccinated nurses the incidence of tuberculosis was 2.6 
per cent, compared to 17.6 per cent in a similar control group. 

The earlier vaccinations were all performed by the intradermal tech- 
nie which occasionally gave rise to local small abscess formation. More 
recently Rosenthal’s method of vaccination by multiple puncture was intro- 
duced, which avoided such unpleasant side reactions. Birkhaug proposed 
a mechanism whereby 40 punctures could be made simultaneously. These 
simplified methods were of the greatest importance when large-scale vac- 
cination became imperative during the great, almost epidemic, increase of 
tuberculosis in the war years. Dahl and Hertzberg estimated that among 

12,600 individuals vaccinated in Oslo the incidence of tuberculous disease 
| was one-tenth of that in the general population. Similarly there were no 
deaths from tuberculosis among 4,000 persons vaccinated and followed for 
almost ten years in Bergen, whereas there were 78 deaths from tuberculosis 
among 100,000 other inhabitants. These favorable results were responsible 
for the passage of legislation in Norway making the BCG vaccination man- 
datory in all school children not reacting to tuberculin. Voluntary vaceina- 
tion of all other nonreactors is officially encouraged. 

In Sweden Anderson aud Belfrage first observed the remarkable pro- 
tection afforded infants of tuberculous parents. Later they vaccinated 41, 
238 inhabitants of Gothenburg, or 10.6 per cent of the total population. 
Among the vaccinated there were no deaths from tuberculosis in 1945, where 
as the overall mortality from that disease in the remainder of the popula- 
tion during the same period was 68 per-100,000. Many other similar ex- 
periences can readily be quoted. 

In Denmark the situation is particularly interesting, because about two- 
thirds of adolescents aged 14, and one-third of adults aged 23 are tubercu- 
lin-negative. Among 175 medical students at the University of Copenhagen 
vaccinated early in their course there was not a single instance of develop- 
ment of clinical roentgen ray evidence of tuberculosis. Among 863 other 
tuberculin-negative students following the same courses 6 per cent developed 
signs or symptoms of tuberculosis, and 2.6 per cent had positive sputum. 

In view of the almost epidemic proportions of tuberculosis in post- 
war Europe the Danish government has started a campaign to vaccinate all 
tuberculin-negative individuals between the ages of 7 and 25, with reexami- 
nation and, if necessary, revaccination every four years. 

(Favorable results from the use of BCG vaccine have recently been 
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reported in this country also in adequately controlled studies embracing 
large groups of individuals intimately exposed to infection [Rosenthal et 
al., J. A. M. A, 136:73, Jan. 10, 1948]—ep. ) 


Investigations on Acute Infections of the Respiratory Tract. TV. Ex- 
perimental Studies on the Effect of Small Doses of Sulfonamides in Res- 
piratory Tract Infection. G. Léfstrém, State Bacteriologic Laboratory, 
Stockholm, Sweden. Acta med. Seandinay. 130:1-11, Fase. 1, 1948. 

One of the most important tasks of military medicine in the last war 
was the prevention of acute respiratory illnesses. In one artillery regiment 
in Stockholm alternate cases of upper respiratory tract infections were treat- 
ed with 0.5 Gm sulfadiazine twice daily for three days. Bacteriologic exami- 
nations were performed to identify responsible organisms and to determine 
their resistance to the sulfonamide. All individuals were also studied for 
antibodies against influenza A and B. 

No major epidemic outbreak was encountered during the period of the 
study. The virus antibodies were distributed about equally among individu- 
als with respiratory infections and normal controls. Organisms recovered 
from the patients studied were chiefly pneumococci and hemolytic strepto- 
cocci. The sulfonamide resistance of the former was usually below 0.6 mg. 
per cent whereas about one-fourth of the latter were resistant to 20 mg. 
per cent. With the two doses of 0.5 Gm of sulfadiazine given daily blood 
levels ranged from 0.4 to 1 mg. per cent. 

There was no significant difference between the sulfadiazine treated 
and the untreated group. Mest of the respiratory illness observed was a 
catarrh, with or without coryza and occasional pharyngitis and tonsillitis. 
The average time of illness and number of days in the hospital was 
practically the same in both groups. An approximately equal but small num- 
her of complications occurred in both groups. These were pneumonia due 
to pneumococci and suppurative complications from streptococeic disease. 

While obviously no conclusions can be drawn from a single season in 
a small group of treatments it appears that this form of small-dose treat- 
ment is not to be recommended. 12 references. 


Spontaneous Mediastinal Emphysema and Spontaneous Pneumothorax. 
A Report of 20 Cases. Helen A. Dickie, University of Wisconsin, Madison, 
Wis. Ann. Int. Med. 28:618-29, March 1948, 

Spontaneous pneumothorax is not an unusual occurrence although 
the actual incidence is difficult to estimate. Mediastinal emphysema is no 
longer regarded as a medical rarity. The usual explation for the pro- 
duction of mediastinal emphysema is that the source of air is from a rup- 
tured alveolus or alveoli. From this site within the lung the air dissects 
along the perivascular sheath to the mediastinum. The air then ruptures 
through the mediastinal pleura with the production of a pneumothorax. The 
frequency of pneumothorax associated with pneumomediastinum would in- 
dicate that this is the usual mode of production of the so-called spontaneous 
pneumothorax. 
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In a four year period 20 individuals with pneumothorax and pneumo- 
mediastinum have been observed among the students of the University of 
Wisconsin. Of these 20 individuals there were 6 pneumothoraces with- 
out recognized pneumomediastinum, 7 mediastinal emphysemas without 
demonstrable pneumothorax and 7 in whom the two conditions were as- 
sociated. The usual course of these conditions is benign, and no serious 
complications have been noted. The treatment is symptomatic. For dyspnea 
associated with pneumothorax the most effective therapy is the prompt re- 
moval of air from the pleural space. 24 referenees.— Author's abstract. 


5. Cardiovascular Disorders and Diseases 


Variations in the Blood Pressure Response to Repeated Administra- 
tion of Tetraethy! Ammonium Chloride. Joseph E. Levinson, Morton F., 
Reiser and Eugene B. Ferris, Jr.. University of Cincinnati College of Medi- 
cine and Cincinnati General Hospital, Cincinnati, O, J. Clin. Investigation 
27:154-55, January 1948. 

Serial intravenous injections of 400 mg. of tetra-ethylammonium chlo- 
ride in © hypertensive patients following thirty minutes of rest in the hori- 
zontal position revealed, in all cases, considerable daily fluctuation in both 
the magnitude of the depressor response and the blood pressure floor. There 
was no evidence of the development of increasing tolerance to the depressor 
effect of the drug on repeated administration. For this reason, the data sug- 
gest that fluctuating humoral and neurogenie mechanisms interact as factors 
in clinical hypertension. 3 figures.—Author’s abstract. 


A Clinical Approach to the Office Management of Diabetes Mellitus. 
Frederick Williams, New York, N. ¥. New York State J. Med. 47:2579-81 
Dec. 1. 1947. 

The diagnosis of diabetes mellitus depends upon symptoms (glycosuria 
and an elevation of the blood sugar). It is suggested that routine urinalyses 
be made on an after-breakfast specimen of urine rather than on the first 
morning specimen. 

Therapy is primarily diet with insulin as indicated. A diet list is 
presented totaling 1.840 calories, 180 Gm. carbohydrate, 100 Gm. pro- 
tein and 80 Gm. fat daily. For the patient to cooperate in adjusting the diet, 
some knowledge of food values is necessary but reference tables can be 
used at first. 

The dosage of insulin can be caleulated on the basis of the amount of 
sugar in grams excreted in twenty-four hours (1 unit per 6 Gm. of glucose 
excreted is suggested). In a small percentage of cases, especially those in 
which the estimated dosage of insulin exceeds 50 to 60 units, short-acting 
insulin. in addition to protamine zine insulin, is necessary. The simplest 
method for the use of the two types of insulin is to combine the two in a 
mixture of 2 parts regular to 1 part protamine zine insulin and calculate 
the total dosage on the basis of grams of glucose excreted in twenty-four 
hours. 1 table. 
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Thiouracil and Propylthiouracil in the Pre-Surgical and Medical 
Management of Thyrotoxicosis. Robert C. Grauer, William H. Singer Me- 
morial Research Laboratory, Horace De Walt, and C. W. W. Elkin, Alle- 
gheny General Hospital, Pittsburgh. Pa. Am. J. M. Sc. 215:63-75, January 
1948. 

Clinical and laboratory evaluations were made of 100 patients who 
were treated with antithyroid drugs for three years. Sixty-three patients 
received thiouracil and 37 received propylthiouracil. Comparative labora- 
tory studies were made in which the basal metabolic rate, determination of 
the serum cholesterol and employment of the galactose thyroid function test 
were done at periodic intervals on all patients. Leukocyte and differential 
blood counts were done weekly. It was found that the galactose thyroid 
function test paralleled the drop in the basal metabolic rate during treatment. 
The test was applicable in only 70 per cent of the patients. It had certain 
advantages in that emotional, mechanical and certain physiologic factors did 
not influence its results. This test proved to be a helpful therapeutic guide 
as well as a diagnostic supplement to basal metabolism in the responsive 
patients. The serum cholesterol showed an initial rise in the first thirty 
days alter beginning treatment. Following this it gave no indication of the 
therapeutic efficiency of the antithyroid drugs. 

The dose of the drugs used was 0.1 Gm. of thiouracil four times daily 
or 50 mg. of propylthiouracil four times daily. As soon as the galactose 
thyroid function test or the basal metabolic rate dropped to normal a main- 
tenance dose of 0.1 Gm. of thiouracil twice daily or 50 mg. of propylthioura- 
cil twice daily were administered. This dose was maintained until the patient 
was ready for operation. It was then discontinued and 15 drops of Lugol's 
-olution administered three times daily for a period of from fourteen to 
eighteen day- in order to produce involution of the gland. 

To avoid the complication of agranulocytosis solubilized liver as a 
source of folic acid was employed. It failed to prevent the occurrence of 
| case of agranulocytosis. | case of granulopenia and 2 cases of leukopenia 
in the thiouracil treated patients. In this group seven different types of 
complications occurred in 14.2 per cent of the patients. In the propylthiou- 
racil treated group 3 cases (8.1 per cent) of urticaria occurred. Propyl- 
thiouraeil was found to be less toxic and more potent than thiouracil. 

Fifteen patients not amenable to operation were treated without recourse 
to operation. Of this number, 10 showed a continued remission of from 
seven to twenty-three months; 5 showed a relapse from six to twelve months 
after treatment was stopped. The period of treatment in all cases treated 
medically varied from nine to twelve months. The preoperative prepara- 
tion of thyrotoxic patients with these drugs lessened the mortality rate and 
decreased the period of hospitalization. In selected cases they can be used 
as a means of medical treatment where recourse to surgery is undesirable. 
The employment of the galactose thyroid function test is a helpful supple- 
ment to diagnosis and is a guide during treatment. 18 references. 5 tables. 
5 figures.—Author’s abstract. 
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Results of Prolonged Medical Treatment of Hyperthyroidism with Thi- 
ourea. T. S. Danowski, University of Pittsburgh School of Medicine, Pitts- 
burgh, Pa., E. B. Man, J. R. Elkinton, J. P. Peters and A. W. Winkler, 
Yale School of Medicine, New Haven, Conn. Am. J. M. Se. 215:123-29, 
February 1948. 

One hundred and eighteen hyperthyroid patients seen during a three 
year period in the New Haven Hospital have been treated with thiourea (75 
to 210 mg. daily) usually together with strong solution of iodine. The 
series included 16 patients with recurrent hyperthyroidism and 7 others 
with isolated adenoma of the thyroid gland. Exophthalmos and related 
eye changes were observed in more than ene-third of the patients. 

Of the 118 patients who were started on a medical regimen to control 
thyroid overactivity, 11 have been treated for two years or longer, 46 for 
one to two years and 32 others for six to twelve months. Twenty-nine sub- 
jects have received thiourea for less than one-half year. 

The therapeutic response has been satisfactory. Of the patients treated 
six months or longer 87 per cent either ceased losing weight or actually 
gained, the pulse rate decreased to 90 per minute or lower in all but 7 per 
cent, and the BMR fell to the normal range in four-fifths of the cases. The 
serum precipitible or hormonal iodine reflected a comparable degree of 
improvement. In no instance was there any discernible progression in 
eye signs. There was no toxic reactions observed in any of the patients. 

Thiourea has been discontinued in 8 patients following six to twenty- 
four months of treatment. Only 1 of these had relapsed during the period 
of observation (five to sixteen months) since withdrawal of the drug. These 
results suggest that long-term medical therapy of hyperthyroidism with 
thiourea and strong solution of iodine is quite practical. 17 references. 
2 tables.—Author’s abstract. 


Histologic Study of Thyroid Glands from Hyperthyroid Patients Treat- 
ed with Aminothiazole (Le comportement histologique de la glande thyroide 
des Basedowiens traités par laminothiazol). Joseph F. Martin and Paul 
Guinet, University of Lyon, Lyon, France. J. de méd. de Lyon 29:187-201, 
Mar. 20, 1948. 

Aminothiazole has been found to have an action on the thyroid gland 
similar to that of other compounds related to thiourea. Thyroid glands 
from 28 patients treated for varying lengths of time with this drug have been 
examined histologically. 

Among the chief effects of aminothiazole on the morphology of the 
thyroid gland the following were noteworthy: (1) toxic action of the drug 
on the individual cells of the gland; (2) marked hyperplasia of glandular 
structures related to the duration of administration of the drug and apparent- 
ly diminishing when the drug was stopped; (3) colloid accumulation was 
seen secondarily following primary hyperplasia and was greatly increased 
if iodine was given simultaneously; (4) islets of adenoma tissue often co- 
existing with typical areas of toxic hyperplasia appeared to be unaffected 
by treatment with this drug. One could visualize in this fashion thiourea- 
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resistance, as seen clinically. Certain areas of the thyroid gland apparently 
may escape the pituitary control, 

These findings support the concept of thiourea action: Inhibition of syn- 
thesis of thyroid hormone, specially lack of incorporation of iodine into 
this compound and consequent increased output of thyroid-stimulating 
hormone by the pituitary, resulting in thyroid hyperplasia, without activity. 
32 references. 1 chart. 


Report on 2 Cases of Struma Ovarii (A propos de deux cas de goitre 
ovarien). M. Plauchu, University of Lyon, Lyon, France. J. méd. de Lyon 
29:219-24, Mar. 20, 1948. 

Struma ovarii is a rather rare ovarian tumor characterized by the 
presence of active thyroid tissue in the ovary, presumably originating from 
a fetal rest. Only about 150 cases are reported in the literature the majority 
of which were unilateral. Not infrequently the thyroid elements in the ovary 
are accompanied by teratoid structures, especially dermoid cysts. 

The tumors consist essentially of adenomata composed of thyroid tissue 
apparently arising from thyroid inclusions of benign teratomas of the ovary, 
growing under the influence of pituitary hormones. Iodine can be demon- 
strated in these tumors with relative ease. 

The essential histologic picture in the simple cases is that of goiter, 
consisting of widespread areas in which acini are lined with cuboid epithe- 
lium and filled with large amounts of colloid, of other regions where the 
acini are small and filled with dense, darker staining colloid and, finally, a 


few zones which indicate some thyroid hyperplasia with cylindric epithe- 
lium and little colloid, 


In the majority of clinical observations these tumors attract attention 
only as ovarian neoplasms but sometimes symptoms of toxic goiter may 
appear, without thyroid enlargement in the neck but with functional over- 
activity of the struma ovarii. Malignant degeneration occurs, but is quite 
rare. 6 references. 4 microphotographs. 


Intravenous Administration of Mercurial Diuretics in Man. Immedi- 
ate Effect on the Electrocardiogram. Louis Wolff aad E. S. Sagall, Beth 
Israel Hospital and Harvard Medical School, Boston, Mass. Arch, Int. Med. 
81:137-44, February 1948. 

The effects following the intravenous administration of mercurial 
diuretics in man fall into three groups: (1) immediate effects which occur 
during or within a few minutes after the injection; (2) those appearing at 
a later period. presumably due to the accumulation of mercury within the 
body: (3) effects following profuse diureses and due to sodium and chlo- 
ride depletion. The immediate effects have been the subject of considerable 
study and the various mechanisms suggested to explain their occurrence are 
anaphylactic shock, speech shock and cardiac arrhythmias. The latter is 
based almost exclusively on the perfusion of isolated hearts with mercury 
or the injection of mercury into anesthetized cats and dogs. There are also 
rare electrocardiographic recordings of premature beats or ventricular fib- 
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rillation immediately following the intavenous injection of mereurial diu- 
retics in man. In order to obtain more information concerning the occurrence 
of cardiac arrhythmias 137 patients were investigated. A control electro- 
cardiogram was taken immediately prior to injection, during the entire 
period of injection and every minute for four minutes upon completion 
of the injection. Abnormal rhythms occurred in 27, (20 per cent of the 
group and of 319 injections, arrhythmias were induced in 36 (11 per cent). 
The most common type of arrhythmia was ventricular premature beats and 
paroxysmal ventricular tachyeardia was observed following a single injee- 
tion. The type of mercurial compound used, the clinical diagnosis. and the 
control rhythm, appeared to have no influence on the incidence of abnormal 
reactions. It was concluded that: (1) cardiae arrhythmias are induced in 
10 per cent of the injections of mercurial diuretics; (2) it is not possible 
to predict which patients will develop these immediate reactions: (3) there 
is no evidence that reactions may be prevented by dilution: slow injection, 
changing from one mercurial compound to another, selection of cases on 
the basis of age. diagnosis, or cardiae mechanism, or the presence or ab- 
sence of reactions in patients who have received previous injections. 8 re- 
ference. 5 tables luthor’s abstract. 

(These and other observations indicate that the intravenous adminis- 
tration of mercurial diuretics is not entirely innocuous. If reasonable care 
is taken, serious reactions are rare and do not contraindicate the use of 
these drugs in selected patients who need them.—ep.) 


Experience with the Schemm Regimen in the Treatment of Congestive 
Heart Failure. Abbott 1, Newman and Harold J. Stewart, New York Hospi- 
tal and Cornell University Medical College, New York, N.Y. Ann. Int. 
Med. 28:916-39. May 1918. 

“1. The diuretic effect of the Schemm regimen, consisting of a high 
fluid intake and a low sodium, neutral or acid ash diet, was analyzed in 
nine patients suffering from congestive heart failure. Thirty additional pati- 
ents were not used in the final analysis because they lost the signs and 
symptoms of heart failure during the control period, or because of the 
occurrence of events while on the Schemm regimen which invalidated in- 
ferences about the usefulness of the regimen. 

“2. Of nine patients, eight failed to have a beneficial effeet when the 
regimen was used alone without the addition of mercurial diuretics in con- 
junction with the high fluid intake. In three patients no clinical improve- 
ment and no change in weight occurred. In six trials in six patients there 
was gain in weight, and fluid accumulations appeared to increase. In one 
patient with minimal edema, weight loss occurred, although definite clini- 
cal improvement was not apparent. 

“3. The average daily fluid intake for each patient ranged from 3000 
to 5000 c.c. Five patients experienced difficulty taking this amount. Dis- 
comfort from the large water intake, or interference with consumption of 
the diet, constituted the major difficulties. Two patients experienced no dif- 
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ficulty with the high fluid intake, and there were no instances of untoward re- 
actions. 

“4. The low sodium, acid ash diet formulated by Schemm was not 
liked by the majority of the patients. They considered it inferior to the 
standard three gram salt diet in palatability and choice of food. The limit- 
ed selections of fruits and vegatables were the main undesirable features. 

“5. Isolated instances of marked diuresis were encountered when mer- 
cupurin was used in conjunction with the Schemm regimen. This was 
followed, however, by fall in the urine output to its lower levels, and in 
the long run the removal of fluid was not materially affected. In general 
the results obtained with the use of mercurial diureties in association with 
the regimen were not sufficiently uniform or consistent to give the impres- 
sion that mercurials were more effective when used in conjunction with this 
regimen than with the low salt-low fluid regimen. 

“6. In all patients in whom the Schemm regimen failed to produce a 
satisfactory response, it was observed that the daily urine output failed to 
approach the amount of the fluid intake. 

“7. Many cases were found unsuitable for trial with the Schemm re- 
gimen. Of 30 cases originally studied, only nine could be considered suit- 
able for analysis, and of these at least half developed complications which 
interfered at some time with the proper maintenance of the regimen. Ascites 
proved to be the most difficult manifestation of heart failure to treat. 

“8. Seven of the nine patients fared better on the usual regimen of 
restricted salt and limited fluids with frequent administration of mereupu- 
rin, than they did on the Schemm regimen when fluids were forced and 
no mercurial diuretics were given.” 14 references. 9 figures.—Author’s 
abstract. 

(As has been previously pointed out, the value of the Schemm regimen 
probably depends primarily upon the very low sodium intake. If the 
sodium intake is adequately reduced, patients with heart disease, even if 
badly decompensated, usually tolerate large volumes of fluid surprisingly 
well, and the latter may accelerate the excretion of the sodium—and with 
it the fluid—which has accumulated in the tissues. The authors bring out 
some of the practical difficulties and limitations of the procedure.—eb. ) 


Electrocardiographie Study of Typhoid Myocarditis. F. Mainzer, Jew- 
ish Hospital, Alexandria, Egypt. Brit. Heart J. 9:145-53, July 1947. 

Changes of the final complex were the most frequent abnormality. 
These consisted of flattened or negative T waves and displacement of the 
S-T segment. Other common findings were Q wave abnormalities, left or 
right axis deviation, decreased voltage, slurring or notching of the ventri- 
cular complex and, in 1 case, prolonged A-V conduction with a P-R in- 
terval of 0.23 seconds persisting for a short time. In 60 of the 106 patients 
cardiograms remained abnormal during convalescence, disappearing within 
one to three weeks after its onset. Tachycardia, a clinical phenomenon 
indicating circulatory instability, frequently persisted from one to three 
months after the cardiographic changes disappeared. 
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All of 7 patients treated with chinin-bismuth-iodide presented serious 
alterations indicating myocardial damage. The author abstains from de- 
ciding if there was a causal relation between the treatment and the constancy 
of heart muscle involvement. Care was taken to exclude factors of fever, peri- 
pheral circulatory failure, suprarenal insufficiency, jaundice and B-avita- 
minosis which have been reported to effect similar electrocardiographic 
changes. Myocarditis is the cause of death more often than the diagnosis 
is made. Frequently the diagnosis cannot be made clinically until conva- 
lescence begins since signs of peripheral circulatory failure may be para- 
mount at the peak of the infection. 27 references. 4 figures. 2 tables. 


Ergotamine and Apparent Coronary Insufficiency. Gunnar Biérck, 
South Hospital, Stockholm, Sweden. Brit. Heart J. 9:181-84, July 1947. 

The author uses routine hypoxemia tests in patients complaining of 
symptoms of coronary insufficiency. This is performed with 9 per cent 
oxygen in nitrogen for ten minutes and is evaluated according to the Levy 
criteria. It is used primarily to disclose latent coronary insuflicieney in 
cases with suspected organic coronary heart disease. Because it apparently 
produced pathologic electrocardiographs in patients with symptoms of 
cardiac neurosis, an effort was made to counteract the nervous component 
affecting the tracings. 

Blocking of the sympathetic was considered as one possibility for de- 
creasing the functional factor inducing myocardial anoxemia. This was 
accomplished by means of intramuscular or subcutaneous injection of 0.5 
mg. ergotamine. 

Ten patients suspected of having cardiac neurosis and having had 
positive hypoxemia tests were retested after ergotamine injection. Nine of 
the latter tests were negative. The | patient who maintained a positive 
reaction suffered from moderate cholesterolemia and had a family history 
of cardiovascular sclerosis. 

This investigation gives some further evidence in favor of the view that 
nervous influence may give a positive hypoxemia test. 11 references. 2 
figures. 2 charts. 


Intra-Arterial Injections of Oxygen in Peripheral Vascular Disease of 
Extremities (Les injections intra-artérielles d’oxygene dans les artérites des 
membres). A, Lemaire, J. Loeper and E. Housset, Paris. France. Bull. 
Acad. nat. méd, 132:384-87, June 8 & 15, 1948. 

In the course of studies on the blood supply in peripheral vascular 
disease injections of oxygen were administered intra-arterially to 13. pa- 
tients. Seven of them had senile changes, 5 diabetic vascular disease and | 
specific obliterating vascular disease. Twenty-nine injections were given. 
The earlier ones consisted of 70 to 200 ce. of gaseous oxygen injected into the 
femoral artery but later hydrogen peroxide diluted in saline was used. 

During the injection the patient notices a prickling or burning sensa- 
tion in the ankle or foot, which is either very pale or oceasionally covered 


with erythematous spots. Occasionally. the same symptom- and signs 
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appear in the other extremity. After several hours there is a definite sensa- 
tion of warmth in the periphery. The next day all evidence of the injection 
has disappeared, except for the sensation of warmth which persists. At 
the same time there is much relief of pain, and the painful arterial spasm 
is greatly delayed so that the patient ean now walk 500 yards instead of 
the previous 50. 

The most remarkable part of the treatment is its prolonged effect, 
lasting up to three weeks after injection. Failures are rare and due to far 
reaching arterial obliteration, not permitting any passage of oxygen in- 
jected into the artery. : 

There were occasional minor discomforts; 1 patient complained of 
marked urinary urgency, another of abdominal cramps with diarrhea. All 
patients had a transient fever of 38 C. with chill and slight drop of blood 
pressure, All felt quite well the next day. There was one fatal accident 
when 1 patient demanded after injection of the femoral artery that her 
brachial artery be likewise injected. An air embolism resulting in hemi- 
plegia, coma and death was the consequence. 

The explanation lies in the fact that the bubbles of oxygen gas are not 
all carried with the blood stream but may also travel in the opposite direction, 
according to gravity. Therefore symptoms appear proximal to the injection 
site. It is essential never to have the patient upright (as happened in the 
fatal ease who was sitting at the time of injection). With proper precautions 
the method may be considered quite safe. 


The fundamental processes responsible for the suecess of this therapy 
are not clearly understood. Vasodilation certainly appears to play a signifi- 
cant role. 2 references. 


Experiments on the Etiology of Periarteritis Nodosa (Recherches ex- 
périmentales sur la périartérite noueuse). Nicolas Mangakis, Athens, Greece. 
Bull. Acad. nat. méd. 132:438-44, June 22 & 29, 1948. 

Interest has been focused on this disease especially through the work 
of Rich and Selye, the former providing support for the role of hypersensi- 
tivity in the pathogenesis, the latter for the importance of hormonal dis- 
turbances. 

Hopps and Wissler have demonstrated that it is possible to obtain, by 
simple immunologic methods of sensitization, arterial lesions which greatly 
resemble those seen in spontaneous periarteritis nodosa as described by 
Rich and Gregory but, the number of such lesions is small, compared to the 
natural disease. 

Experiments were undertaken to determine whether the administration 
of histamine together with the sensitizing protein might contribute to the 
selective vascular localization of such lesions or sensitivity. One group of 
rabbits was injected intravenously with histamine alone 0.2 mg. per kilo- 
gram, a second group with the same amount of histamine together with 5 
ml. of horse serum and a third group with the horse serum alone. These 
injections were given every two to three days for several weeks and the 
animals subsequently sacrificed and examined grossly and microscopically. 
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The results indicated that only the group of animals receiving both 
histamine and horse serum showed a large number of periarterial nodules 
and microscopic lesions. It is felt that this represents a closer approxi- 
mation of the lesions encountered in the natural disease than the result of 
sensitization with foreign protein alone. It is considered that the lesions of 
periarteritis nodosa is not absolutely typical in its structure but that the 
classic picture is given chiefly by the great number of these lesions. It is 
suggested that sudden liberation of histamine in the course of other illness 
(severe infection) may be a prerequisite together with protein sensitization 
of the development of periarteritis nodosa in man. 6 figures. 


6. Genitourinary Disorders and Diseases 


Acute Uraemia. S.G. Zondek. Hadassah Municipal Hospital, Tel-Aviv, 
Palestine. Brit. M. J. 4569:218-51. July 31, 1948. 

‘The most common form of acute uremia is the extrarenal type whieh 
is a nonspecific body reaction. Tt is called because it occurs in 
patients without previous kidney disease and in diseases not primarily 
involving the kidneys. Hf entirely different groups of general and local 
diseases can cause external azotemia alone or with renal fi aihare (extrarenal 
uremia). it is possible ” it it might al-o be caused by primary renal disease. 


\ case is presented in a J@ year old man which apparently confirms this 
theory. A calculus was removed from the bladder a few months before. 
Chills and fever developed three day= before admission to hospital and he 
had symptoms of a severe infection while in hospital. A roentgenogram 
showed a calculus in the right lower ureter. There was neither albumin 
nor casts in the urine. The sodium chloride:urea ratio was 1:23. Death 


occurred from severe sepsis two days after admission but the uremia was of 
definite clinical importance. Another case of extrarenal azotemia resulting 
from general infection in a person with chronic nephritis and a third case 
of severe acute cholecy-titis complicated by acute uremia are presented, 
Acute and chronic uretaia differ from each other both clinically and 
pathologically. The latter may appear in the final stages of all chronic 
renal disease but the morphologic process is that of chronie renal insufh- 
ciency regardless of the primary cause of the renal disease. All chronic renal 
insufficiency is evidently based upon previous renal disease. Acute uremia ix 
hrought about differently however. Acute glomerulonephritis causes some 
acute renal failure but only a minority of cases of acute uremia which is 
chiefly extrarenal uremia. Acute glomerulonephritis is a body reaction to a 
specific cause, usually streptococcic infection, while extrarenal uremia may 
have many causes. The pathologic processes underlying these two conditions 
are quite different and albumin, cells or casts in the urine may be absent in 
the latter. The blood pressure is high in the uremia of acute glomeruloneph- 
ritis but may be normal or low in extrarenal uremia. Until recently. acute 
uremia was considered to be caused by obstruction of the urinary passages 
but recent investigations have proved this incorrect. Increased endogenous 
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breakdown of protein, disturbance in the renal blood supply and certain 
morphologic changes in the kidneys have been recognized as typical patho- 
logic changes of extrarenal uremia. 

The term extrarenal uremia may cause misunderstanding as supposedly 
representing a uremic condition where the basic process is not renal insufh- 
ciency. This is not the case since the term extrarenal applies to the primary 
disease and is not necessarily a renal condition like classic uremia. The 
term renal anoxia has been proposed to eliminate this misunderstanding. 
Another term suggested is acute nonspecific uremia. 10 references. 2 
tables. 


7. Gastrointestinal Disorders and Diseases 


Rectal Injuries Following the Stockholm Method of Treatment of Can- 
cer of the Cervix Uteri. Axel Ingelman-Sundberg, Gynecological Clinic, Ra- 
diumhemmet. Stockholm, Sweden. Acta radiol. 28:760-61, November 1947. 

Of 3.392 cases of carcinoma of the cervix treated between 1914 and 
1937, some form of rectal injury developed in 313 (9.3 per cent). The 
majority of these injuries consisted of simple proctitis which tended to sub- 
side. The main cause of such injuries was overdosage of radium usually 
exceeding 3.300 r. Contributory causes were advanced age and possibly 
coexistent syphilitic infection 

The cases with rectal injury showed a higher incidence of cure than 
the others. This is explained by the following factors: Some of the far 
advanced cases may die prior to development of proctitis. The cases with 
rectal injury on the whole had smat!ler tumors than the others. The total 
amount of radiation per unit of tumor volume was larger in the cases with 
rectal injury. Similarly there is a definite increase in the number of five 
year cures in the individuals given a larger amount of radiation per unit 
of tumor volume. It is apparent that increasing dosage results in higher 
cure rates, if the size of the tumor is considered. 

It is recommended that the radium treatment be individualized accord- 
ing to the size of the tumor to improve cure rates and. at the same time, 
reduce the numbers of patients with unnecessary rectal injury. 9 references. 


Colitis. Z. 7. Bercovitz, Post-Graduate Medical School and Hospital, 
New York, N.Y. Bull. New York Acad. Med. 24:51-70, January 1948. 

The term colitis, properly used, refers only to inflammatory lesions of 
the bowel, not to types of bowel dysfunction in which there is no inflamma- 
tion. Colitis may be caused by a specific organism. especially bacteria of the 
Shigella group. Endamoeba histolytica, other protozoa or helminths; it may 
he nonspecific, as ulcerative colitis, diverticulitis, ileitis (regional, terminal 
ileocolitis) or due to nutritional deficiencies. Other conditions must be ruled 
out in the diagnosis of colitis, especially malignaney and gallbladder or 
pancreatic disease. 

In all types of colitis the general nutritional condition of the patient 
must be maintained. In acute conditions. fluids should be given by intra- 
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venous infusion for a day or two; 5 per cent glucose is of value for such 
infusions; thiamine chloride, niacinamide and ascorbie acid may be added. 
In most acute cases plasma (500 ec.) should be given at least once a day. 
Blood transfusions are of value in both acute and chronic cases. Patients 
with colitis should be given a full well-balanced diet; food should be pre- 
pared simply and flavored to suit the patient’s taste. Vitamin supplements 
may be added as indicated. Highly spiced foods and vegetables of the 
cabbage and onion families should be avoided but it is not necessary to avoid 
all foods with residue or roughage and employ puréed vegetables entirely, 
especially as patients often tire of such a diet and do not take a suflicient 
amount of food. In colitis it is the inflammation of the bowel rather than 
irritation from food that causes the diarrhea. Hydrochloric acid in a dose 
of 30 minims in !o glass of water after each meal is a valuable digestive 
aid in some cases. Sedation may he necessary but opiates should be avoided; 
small dosages of barbiturates are preferable. 

In bacillary dysentery (colitis) the specific therapy is with one of the 
sulfonamide drugs: both sulfaguanidine and sulfadiazine have proved effec- 
tive. General systemic therapy, is equally important. In amebic colitis, 
emetine is the most valuable specifie drug in both the acute and chronic 
cases: as many chronic cases show evidence of secondary bacterial infection 
sulfadiazine is given as well a- emetine; this followed by diodoquin. Colitis 
due to Schistosoma infection is treated with one of the antimony compounds; 
fuadin is the best drug to employ in this type of infection. Colitis due to 
lymphoma granuloma involves the lower level; any of the sulfonamides, 
especially sulfathiazole, is indicated in these cases. Colostomy may be 
necessary if stricture causes obstruction. 

In chronic ulcerative colitis, psychotherapy to relieve the patient's 
anxiety and provide mental and physical rest and relaxation are necessary. 
The diet should be liberal with proteins, carbohydrates and vitamins in 
adequate amounts to replenish the losses due to the diarrhea and maintain 
nutrition. Experience has showed that patients who eat adequate amounts 
of meat and vegetables have less pain and are in better condition than those 
whose diet is too much restricted. Intermediate feedings are of value. 
Intravenous infusions of fluids, including vitamin supplements, plasma and 
blood transfusions are of value in the more severe cases. Although there 
is no specific treatment for ulcerative colitis, the temporary use of sulfon- 
amides has proved of aid in some cases. Such complications as perfora- 
tion and stricture rarely can be successfully treated by surgery; if stricture 
develops, care must be taken to maintain the feces in a liquid o- semisolid 
state. 10 references. 1 table. 


An Evaluation of the Clinical Management of Chronic Ulcerative Colitis. 
Everett D. Kiefer, Lahey Clinic. Boston, Mass. Gastroenterology 10:16-27, 
January 1948. 

In the use of palliative and supportive measures to control chronic 
ulcerative colitis, diarrhea is controlled by selecting a diet which does not 
stimulate intestinal motility and which contains a minimum of residue. 
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Bismuth and kaolin tend to slow motility and solidify the stools. Deodorized 
tincture of opium controls acute attacks. Papaverine in dosages up to 6 
grains per day controls cramps and diarrhea. In complicating peritonitis 
or massive hemorrhage, complete starvation except for intravenous alimen- 
tation puts the bowel at rest. A high protein diet is essential and vitamins 
should be added. The loss of fluids and electrolytes following severe diar- 
rhea is treated with intravenous injection of isotonic saline and glucose. If 
there is depletion of the plasma proteins transfusions of whole citrated 
blood are used. Ferrous sulfate or gluconate is the usual oral treatment. 
Septic foci are given attention. Psychotherapy is of real value. 

In the afebrile, acute, nontoxic cases nonspecific management can give 
immediate clinical improvement; results are less satisfactory in febrile, 
toxie cases and in those in which there is extensive irreversible organic 
damage to the colon and rectum. In 8 cases, the disease was not influenced 
by treatment with diplostreptococcus vaccine. Commercial antiserum was 
also discarded after a trial on 6 patients. The sulfonamide drugs were found 
to be definitely not a cure of ulcerative colitis. The readily absorbable 
sulfonamides were indicated in febrile cases but the clinical course was not 
changed. Most favorable results occurred in patients with complicating 
localized sepsis. Sulfaguanidine was the most effective of the group. 

Fever therapy was given 40 patients with intravenous typhoid vaccine. 
Twenty-seven showed an improvement in their diarrhea; some of the patients 
lost weight. Penicillin was used in 8 cases, in doses of from 160,000 to 
300,000 units per day. In 5 patients the fever was reduced but the diarrhea 
was not influenced. In 3 afebrile cases penicillin caused no improvement. 
Streptomycin was used orally in 1 severe febrile case but the fever and 
diarrhea persisted. Antiamebic therapy was used in 18 patients, without 
benefit. Antiallergic treatment produced no marked improvement. Benadryl 
was given to 9 patients; it improved the diarrhea in 5 cases but caused no 
change in the appearance of the rectal mucosa. 

Of 100 patients treated medically, 327 were followed for two years or 
longer. The results were satisfactory in 46 per cent. In the milder forms 
the disease is controllable in two-thirds of the cases, while in the more severe 
forms only one-third gives satisfactory results. The remaining patients 
must aecept disability or submit to surgery which implies ileostomy with or 
without colectomy. In properly selected cases, surgical intervention is the 
most effective and most reliable approach. 17 references. 5 tables. 


Treatment of Idiopathi> Ulcerative Colitis by Means of a “Medical 
Heostomy” and an Orally Administered Protein Hydrolysate-Dextri-Maltose 
Mixture. Thomas FE. Machella and T. Grier Miller, University Hospital, 
University of Pennsylvania, Philadelphia, Pa. Gastroenterology 10:28-45, 
January 1948. 

The treatment of 14 cases (12 patients) of idiopathic ulcerative colitis 
is described. The purpose was to provide a temporary period of rest for 
the intestine by a medical ileostomy and to improve the nutritional status of 
the patient. 
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The patient's bowel was intubated to a point just proximal to the dis- 
eased region with a 16 F. double lumened Miller-Abbott tube. The balloon 
was then deflated. Constant suction was applied to the nasal end of the 
open lumen to prevent small intestinal contents from entering the diseased 
intestine. The tube was checked fluoroscopically each day, and it was with- 
drawn when it entered the diseased area. 

Each patient was given orally a solution of equal parts of an enzymatic 
casein digest and of Dextri-maltose for varying periods of time following 
which gradually increasing quantities of low residue foods were eaten. 
Essential vitamins and iron were supplemented. Each patient, depending 
on his size, received from 225 to 450 Gm. of the protein digest daily in ad- 
dition to an equivalent amount of carbohydrate. The duration of the strict 
hydrolysate-Dextri-maltose therapy alone averaged twenty-four and one-half 
days. The tube was kept in place for seven to fifteen days and was with- 
drawn when there was indication that most of the ingested solution was being 
absorbed and the patient was improving. 

Within seven to ten days after beginning treatment a general improve- 
ment was observed. This was reflected in appearance of the patient, sub- 
jective feeling, return of appetite and development of hunger. Night stools 
ceased or decreased greatly in number. Objective signs of improvement 
involved cessation of fever, disappearance of anorexia and of signs of vita- 
min deficiency, return of the stools to normal, gain in weight, inerease in 
hemoglobin and total serum proteins and in sigmoidoscopie and roentgeno- 
logic signs of improvement in the diseased bowel. A careful check had to 
he kept on the blood chemistry during the hydrolysate therapy and deviations 
promptly corrected. It was necessary to recognize the peculiar psyehiatrie 
nature of the ulcerative colitis patients. 

\ remission was induced in 11 of 12 patients, 9 of whom were still 
in remission after two to twelve months. A relapse oceurred in 2 patients, 
in | after seven and in the second after nine months of freedom from symp- 
toms. A second remission has been induced in each of the two. The 11 
improved patients are now usefully employed. 3 references. 9 tables. 9 
figures. 


Chemotherapy and Antibiotics in Chronie Ulcerative Colitis. Malcolm 
Block and H. Marvin Pollard, University Hospital, University of Michigan, 
Ann Arbor, Mich. Gastroenterology 10:46-58, January 1948. 

All systemically acting sulfonamides (neoprontosil, sulfanilamide, sul- 
fathiazole, and sulfadiazine) may be effective temporarily in alleviating 
symptoms of chronic ulcerative colitis. Their ultimate effect is less satis- 
factory. Factors influencing the response include the degree of toxicity of 
the disease, whether it is acute or chronic, associated therapy and the toler- 
ance of the patient. 

Salazopyrine apparently is absorbed and acts systemically. It has 
mild toxicity and ean be given orally for a long time. Further studies of 
its value are necessary. Nisulfadine and nisulfazine are absorbed and act 
systemically. Both compounds are relatively nontoxic but nisulfadine is the 
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more toxic and has been abandoned. Quite favorable results are reported 
but more study is needed. 

Sulfaguanidine is not absorbed to any great extent. It is efficacious 
particularly in the chronic stage. It has a favorable influence on the course 
of ulcerative colitis, at least temporarily, in one-half to two-thirds of such 
patients. Untoward effects may occur. 

Sulfasuxidine is effective in controlling symptoms of ulcerative colitis 
in one-half to two-thirds of all cases. There are recurrences after it is dis- 
continued and response to readministration is often unsatisfactory. It has 
a low toxicity and may be given for long periods. Sulfaphthalidine is similar 
in action to sulfasuxadine. It induces and maintains remissions in about 
two-thirds of nontoxic cases. It is nontoxic, and can be given over long 
periods, and this is necessary to avoid recurrences or acute exacerbations. 

Penicillin is usually ineffective if given parenterally in inducing re- 
missions in ulcerative colitis. It is useful as adjunet therapy for acute febrile 
complications of the disease. Streptomycin is not yet clearly evaluated but 
it seems to be generally ineflective in inducing remissions of the disease. 
It may be vital in controlling fever and toxicity in acute exacerbations of 
the disease. 52 references. 9 tables. 


Hypoglycemia of Chronic Posttraumatic Pancreatitis Treated by Pan- 
createctomy (Pancréatite chronique hypoglycémiante posttraumatique traitée 
par pancréatectomie). Cadenat, Monsaingeon and Rubens-Duval, Paris, 
France. Bull. Acad. nat. de méd. 132:98-102, Feb. 17 & 24, 1948. 

The case of a 40 year old laborer is presented who entered the hospital 
with abdominal pains and recurrent attacks of severe hypoglycemia. In 
1943 the patient had undergone a partial gastrectomy for peptic uleer. In 
1945 he sustained a severe shock to the abdomen and, at operation twenty- 
four hours later, widespread hemorrhage of the pancreatic bed was found. 
Recurrent attacks of abdominal pain and of hypoglycemia characterized 
by faintness, sweating. hunger and actual syncope developed and all were 
quickly relieved by eating sugar. Physical examination was negative except 
for evidence of weight loss, pallor and fatigue. Blood sugar determinations 
at this time (1947) showed essentially normal levels, but the lipase activity 
of the external secretion of the pancreas was grossly deficient. 

Abdominal exploration was carried out in February 1947, In addition 
to multiple adhesions throughout the peritoneal cavity there were no ab- 
normal findings although the pancreas appeared thickened and somewhat 
nodular. A 25 Gm. piece of the tail and body of the pancreas was resected. 

Postoperatively there was a period of hyperglycemia and glycosuria 
with 8 Gm. of sugar in the urine of twenty-four hours for about one week. 
Then there was progressive improvement and the patient was discharged 
apparently well. On two follow-up examinations three and nine months later 
he was well. This is believed to be the first reported case of posttraumatic 
pancreatitis, producing hypoglycemic attacks, cured by operation. The 
histologic sections of the pancreas showed an interstitial pancreatitis with 
marked fibrosis, accompanied by great hypertrophy of the islets of Langer- 
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hans and metaplasia of pancreatic acini toward Langerhans’ cells of the B 
type. These findings explain the clinical evidence of hypoglycemia. The 
evolution of this disorder can be understood partly by a study of the blood 
sugar findings over long periods. 

In 1945, after the accident there was a phase of hypoglycemia with 
the blood sugar between 70 and 76 mg. per cent. Sugar tolerance tests at 
that time gave a flat curve, without later hypoglycemia and there was marked 
sensitivity to insulin. In 1947, just prior to pancreactomy, marked resistance 
to insulin was evident but fasting blood sugar levels were within normal . 
limits, (90 to 100 mg. per cent). The sugar tolerance test at that time gave 
a high curve followed by a marked hypoglycemic reaction. It is suggested 
that the findings at that time were influenced by other endocrine glands 
taking over the regulation of carbohydrate metabolism. Following pan- 
createctomy the transient hyperglycemia gave levels of 130 to 160 mg. 
per cent fasting blood sugar, but that soon returned to normal and remained 
so. 1 reference. 2 figures. 


Fibrocystic Disease of the Pancreas. Two Observations [La maladie 
fibrokystique du pancréas (2 observations)|. Norbert Vezina, Notre Dame 
Hospital, Montreal, Que.. Canada. Union méd. du Canada 77:142-46, 
February 1948. 

The incidence of this disease is about 1 to 2 per thousand live births. 
Fibrocytic disease of the pancreas should be considered when small children 
present symptoms of chronic cough, failure to develop or gain weight in 
spite of normal appetite. Three forms may occur: (1) newborn showing 
signs of intestinal obstruction due to a rubbery mass of meconium (imme- 
diate operation is needed to remove this mass from the ileum): (2) small 
children with a chronie cough and voluminous malodorous bowel movements 
giving evidence of the reason of their failure to gain weight (commonest 
mistaken diagnosis in these cases is simple bronchiectasis); (3) children who 
develop very slowly, gain little weight and show marked abdominal dis- 
tention with an increasing cough. 

Diagnosis is based on radiologic examination of the lungs and trypsin 
determination in the duodenal juice. Tf the latter shows normal values 
fibrocystic disease may be ruled out. The measurement commonly consists 
in determination of tryptic digestion of casein with measurements of grams 
of nitrogen liberated per 100 ce. of duodenal juice. Values helow 4 Gm. 
indicate insufhiciency of pancreatic secretion. 

Roentgenogram of the lungs shows increased bronchial markings first, 
later appearance of definite bronchiectases and cystic spaces and, finally, a 
shower of miliarv densities throughout the lung fields. Treatment is based 
on hich protein. high carbohydrate diet and penicillin aerosols. Cases of 
moderate severity may survive and lead a useful life. 1 reference. 2 
figures. 
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Roentgen Examination as an Aid in the Diagnosis of Islet Adenoma in 
the Pancreas. Olle Olsson, Roentgen Diagnostic Clinic, University of Lund, 
Lund, Sweden. Acta radiol. 28:833-37, November 1947. 

Although islet adenomas are ordinarily small tumors, measuring from 
1 to 3 em., and often are buried within the body of the pancreas, they may 
occasionally be of sufficient size to be detected by roentgen examination. 
Thus every case of suspected islet adenoma should be subjected to the 
method of Engel-Lysholm for the visualization of the pancreas. 

For this purpose the stomach is inflated with gas by having the patient 
take an effervescent powder. Roentgenograms are taken with accurately 
horizontal rays with the patient in prone and in supine position. The region 
between the posterior wall of the stomach thus visualized and the anterior 
border of the vertebral column is occupied by the pancreatic bed. The nor- 
mal distance is less than the width of a vertebral body. If the distance is 
greater, the pancreas is enlarged. Since this measurement is based on a 
relative size it is unreliable. Attention must be paid to any local deformity or 
indentation of the posterior wall of the stomach in any such examination for 
tumor of the pancreas. 

A ease history is presented in which roentgen examination established 
the diagnosis of islet cell adenoma, confirmed by operation. Subsequent 
roentgenograms showed that the stomach-vertebral distance was now normal 
and that the indentation in the stomach wall had disappeared. 3 references. 
2 figures. 


Endocrine Therapy for Hepato-Biliary Disease (La thérapeutique endo- 
crinienne des affections hépato-biliaires). E. Binet, Vichy, France. Acta 
gastro-entero!. belg. 11:65-75, February 1948. 

For some years there has been a movement to recognize liver diseases 
as being closely connected with endocrine disturbances and consequently to 
utilize the possibility of endocrine therapy. In the course of various dis- 
orders of the liver, especially during infections, symptoms are noted which 
must be ascribed to endocrine disorders. In the great majority of such dis- 
eases a combination of liver extract therapy with the use of hormones would 
seem to give the most favorable prognosis and best results. 

The relationship between ovarian hormones and liver function seems 
especially clear. In puberty, when ovarian hormones are commonly unbal- 
anced, liver disorders are most frequently encountered. In that period hor- 
mone therapy directed toward stabilization of ovarian function seems most 
beneficial to hepato-biliary disturbances. In such combined illness estrogens 
seem to be of much less value than progesterone and testosterone. In the 
premenopause or after its onset estrogens seem contraindicated when liver 
dysfunction is apparent. 

In addition to the auxiliary hormone therapy attention should be di- 
rected toward changes in pH of various secretions, especially vaginal and 
biliary which must be counteracted by the administration of alkali. 

In reviewing past experience it is remarkable how constantly the asso- 
ciation of liver disease with hormonal dysfunction is encountered in daily 
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practice. The somewhat obese middle aged women who commonly suffer 
from gallbladder disease practically always have hypomenorrhea and oligo- 
menorrhea as evidence of ovarian dysfunction. Often administration of 
endocrine preparations following biliary tract surgery will help toward com- 
plete recovery without recurrence of difficulties. Women in the menopause, 
suffering from biliary colic without clearly demonstrable stone are often 
relieved more by methyltestosterone linguettes than by any antispasmodies, 
This does not imply that other specific medication should not be employed 
toward relief of spasm. 10 references. 


Recent Advances in the Medical Management of Cirrhosis of the Liver. 
Varion Friedman, U.S.P.HLS.. U.S. Marine Hospital. Baltimore, Md. Mil. 
Surgeon 102:169-73. March 1948. 

Until recent years the treatment of cirrhosis of the liver was symptom- 
atic. It included paracentesis. diure-is. high carbohydrate diet. liver extract, 


vitamin B complex and multivitamins. Recent experimental evidence sug- 


gests that nutritional factors are important in the prevention of hepatic injury. 
What the author considers to be today’s most successful therapy for 


cirrhosis. from both a review of previous published experience and his own, 
includes a daily intake of from 2.500 to 1,000 calories, containing 150 to 
250 Gm. of protein, 300 to 500 Gm. of carbohydrate and 50 to 100 Gm. of 
carbohydrate and 50 to LOO Gm. of fat. The diet is further supplemented 
by administration of liver extract and vitamins in large doses. Choline and 
methionine are recommended in doses of 2 to 3 Gm. daily. 


When there is good response to this regimen. the patient usually exhibits 


a diure-is beginning about two weeks after the onset of therapy. In one 


month there is appreciable weight loss and by the end of two months ascites 
ix frequently not demon-trable. At that time the liver may be smaller. the 
serum albumin may rise a gram or more and the cephalin-chole-terol floecu- 
lation test in some instances becomes negative. Both the mortality and the 
morbidity rates appear to have been affected markedly by this regimen. 
Nevertheless there are important limitations of this method of therapy. 
Fibrotic changes are not believed to be altered and. for this reason. the 


shrunken livers respond poorly. The group of cirrhotic patients responding 
well to this treatment are those having enlarged livers whether or not ascites 
accompanies that enlargement. The patients with large livers are favorably 
influenced hecause they possess various degrees of fatty metamorphosis and 
degeneration without the periportal fibrosis which occurs in the later stages. 
16 references. 1 table.—Author’s abstract. 


Changes in the Serum Proteins During Hepatic Disorders (Les modifi- 
cations de l'équilibre protéique au cours des affections hépatiques). C. Coers, 
R. Tagnon and A, Verniory. University of Brussels. Brussels, Belgium. Acta 
clin. belg. 2:368-81, Sept.-Dec. 1947. 

It has been known for many years that in liver diseases, especially in 
cirrhosis. the albumin-globulin ratio is reversed. Electrophoretic measure- 
ments of the serum indicate that similar changes also oceur in acute liver dys- 
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functions (including mild catarrhal icterus) and that the increase in globu- 
lins takes place chiefly in the gamma fraction, and to a lesser extent in the 
beta fraction. 

Utilizing a method of fractional precipitation of serum proteins with 
various concentrations of phosphate buffers five fractions readily can be 
separated and studied. Fractions 1 to 3 correspond to globulins, 4 and 5 to 
albumins. Normal values for the protein nitrogen content of these fractions 
were established and subsequently serum from cases of acute hepatic dys- 
function were examined, including catarrhal icterus, postarsenical icterus 
and hepatic cirrhosis. Various flocculation tests were performed on the same 
serums. 

The most important results indicated an increase of the second globulin 
fraction approximately proportional to the severity of the hepatic damage. 
In the more chronic cases there was a marked diminution in the amount of 
albumin in the fifth fraction. These changes are statistically valid and far 
outside the normal range. There was a parallelism between the intensity of 
the flocculation tests and the increase in the second globulin fraction. 26 
references. 8 tables. 4 graphs. 


Experimental Investigation of the Cholagogue Action of Trithiopara- 
methoxyphenylpropene in the Dog (Recherches expérimentales sur Vaction 
cholérétique due trithioparaméthoxyphénylpropene chez le chien). Pasteur 
Vallery-Radot. Paris, France. Bull. Acad. nat. méd. 131:773-75, Dee. 23, 
1947. 

The synthetic chemical trithioparamethoxyphenylpropene has been 
showed in experimental animals to produce a remarkable diuresis. In addi- 
tion there was noted a significant increase in bile flow. Investigating this lat- 
ter property of the drug, experiments were done on dogs having biliary 
fistulas and quantitative collection of bile was made. Such animals could 
continue their life without difficulty or discomfort, providing they were fed 
a selected diet and given some form of bile with the food. The effects of this 
new drug were compared with various bile salts and with sodium cholate 
introduced into the stomach by tube. 

A single dose of 2 to 3 mg. per kilogram of body weight of this new drug 
produces a marked increase in the secretion of bile, starting about one hour 
after administration of the drug and lasting for three to four hours. The 
total amount of bile excreted was as much as 350 per cent more than under 
resting conditions. The action was more pronounced with the new drug than 
with sodium cholate where the maximum effect was an increase of 250 per 
cent with 40 mg. of the drug per kilogram, and much more significant than 
with bile salts in ordinary doses. The therapeutic effects of this new drug 
should be studied in detail. 2 references. 2 figures. 


| 


QUARTERLY REVIEW OF MEDICINE 


Differential Diagnosis of Jaundice by Flocculation Tests. J. Basil 
Rennie and S. L. Rae, University of Glasgow, Glasgow, Scotland. Brit. M. 
J. 4538:1030-32, Dec. 27, 1947. 

Tests with the cephalin-cholesterol flocculation and serum-colloidal-gold 
methods were made on 491 patients, including 100 normal controls. Both 
tests were negative in the 100 controls. In 270 patients without clinical evi- 
dence of hepatic disease, the cephalin test was positive in 7.8 per cent and 
the gold test in 9.6 per cent. In this group positive results were obtained in 
all types of disease except diseases of the central nervous system and neph- 
ritis. In 11 cases of rheumatoid arthritis the gold test was positive in 8 cases 
and the cephalin test in 2 cases. The high percentage of positive reactions in 
rheumatoid arthritis had also been noted by others. Excluding these cases of 
rheumatoid arthritis, positive tests were most frequent in acute infections. 

In 32 cases of obstructive jaundice both tests were positive in 15.6 per 
cent of cases and complete precipitation rarely occurred. In jaundice due to 
hepatic disease, the cephalin test was positive in 76.2 per cent of cases and 
the gold test in 81 per cent; complete precipitation occurred in over half these 
cases. In cases of persistent jaundice due to cirrhosis or subacute necrosis 
of the liver, positive reactions with both tests were obtained as a rule and the 
tests were of aid in differentiating this type of jaundice from obstructive 
jaundice. The gold test has been found to be the more satisfactory of the 
two methods as it is carried out with standard solutions the chemical com- 
position of which is known. 15 references. 3 tables. 


The Thymol Turbidity Test for Liver Dysfunction. R.C. Dunn, (Surg., 
U.S.P.H.S.). U.S. Marine Hospital, Baltimore, Md. Mil. Surgeon 102:173- 
76, March 1948. 

A brief review of the literature concerning the thymol turbidity test 
and its efficieney compared to the cephalin-cholesterol flocculation test is 
given. Evidence is accumulating that a pH of 7.55 enhances the efficiency of 
the Maclagan technic when the test is used as a screening method. It has 
heen the author's experience that in cases showing clinical evidence of hepatie 
damage the results (emploving the original Maclagan te-t) of the two tests 
are about the same. Since the thymol turbidity test is much simpler and ean 
he read in the photoelectric colorimeter it may prove to be of more practical 
value as a routine method of determining the presence of liver damage and 
of establishing the time when the patient can be advised that active damage 
has probably ceased. 6 references. 2 tables.— Author's abstract. 


Studies on Mucus in the Human Stomach. Estimation of Its Protective 
Action Against Corrosive Chemicals Applied to the Gastrie Mucosa and 
Attempts at Quantitation of Gastric Mucin by Two Chemical Methods. 
Stewart Wolf and Harold G. Wolff, New York Hospital and Cornell Univer- 
sity Medical College. New York. N.Y. Ga-troenterology 10:251-55, Feb- 
ruary 1948. 

The actions of a number of substances were tested on the gastrie mucosa 
of a fistulous subject who was observed directly. This method was supple- 
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mented by taking specimens of mucus from regions on which chemicals were 
applied and staining them with Wright's stain. The same agents were ap- 
plied to a region on the volar aspect of the forearm. The stomach lining was 
found to be far more resistant to the irritants than was the forearm skin, 
This marked resistance was attributed to the protective activity of mucus. 
Mucous secretion was estimated by two methods which involved analyzing 
the mucin content in aspirated specimens of gastric juice. The two methods, 
which involved different chemical reactions, gave similar results. It was 
inferred that relative changes in the mucin concentration of uncontaminated 
gastric juice may be detected with fair accuracy. The mucin content did 
not essentially reflect the amount of mucus produced, since the mucus may 
adhere to the stomach wall and not appear in a specimen. A dangerous dis- 
sociation between acid and mucin production may occur in certain instances, 
5 references. 1 table. 1 figure. 


Studies on Nocturnal and 24-Hour Gastric Secretion During the In- 
jection of an Enterogastrone Concentrate in Man. Joseph B. Kirsner, Erwin 
Levin and Walter Lincoln Palmer, University of Chicago, Chicago, Ill. Gas- 
troenterology 10:256-73, February 1948. 

Gastric contents of 14 men (12 with duodenal ulcers, 1 with gastric 
ulcer, and | with gastric and duodenal ulcers) were aspirated continuously 
from 8:30 p.m. to 8:30 a.m. and the volume of each specimen and its free 
acid were determined. Control hourly values were obtained for one to 
three nights. Enterogastrone was then given intragluteally in five doses 
from 8:30 a.m. to 8:30 p.m. (1,000 mg. were given to each of 8 patients, 
2,400 mg. to 2 patients and 3,000 mg. to each of 4 patients). The gastric 
contents were aspirated after the final injection. Nocturnal secretion was 
measured twenty-four or forty-eight hours after the final injection. Seven 
men were given three meals during the day; 7 had no food or liquid orally 
and received 4,500 ec. of 5 per cent glucose intravenously each day. The 
effect of one injection at midnight was studied in 4 patients. The dose was 
600 mg. in 4 experiments and 1,000 mg. in a fifth. 

Data on twenty-four hour secretion were obtained in 7 patients with 
duodenal ulcer. They took no food orally but received 4,500 ce. of 5 per 
cent glucose intravenously each day. The gastric contents were aspirated 
hourly day and night. In 5 experiments, secretion was measured for twenty- 
four hours before injection, twenty-four hours during injection, and for 
twenty-hour hours after. One patient received 1,000 mg. of enterogastrone; 
2 received 2.400 mg.: 3,000 mg. was given in each of five experiments. 

Nocturnal and twenty-four hour gastric secretion decreased after intra- 
muscular injection, in fractional quantities, of 1,000 to 3,000 mg. of en- 
terogastrone. The inhibition was variable and not consistently related to 
the dosage of enterogastrone. Reduced secretion occurred promptly after 
injection but did not persist over twenty-four hours. The inhibition in- 
volved chiefly a great reduction in the concentration and total secretion of 
acid. The volume of secretion either was lowered or unchanged. The 
psychologic stimulus of anger was able to overcome the inhibition. The acid 
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secretion increased during the administration of enterogastrone and also 
twenty-four and forty-eight hours thereafter. 16 references. 4 tables. 12 
figures. 


Preliminary Observations on Histamine and Insulin Stimulated Gastric 
Secretion During the Injection of an Enterogastrone Concentrate in Man. 
Erwin Levin. Joseph B. Kirsner and Walter Lincoln Palmer, University of 
Chicago, Chicago, Ill. Gastroenterology 10:274-80, February 1948. 

The effect of moderate amounts of an enterogastrone concentrate upon 
the gastric secretory response to histamine and to insulin was studied. Stan- 
dard histamine tests were done in 3 patients one day before and twelve 
hours following a series of five intramuscular injections each of 200 mg. of 
enterogastrone, ‘The tests were done in a fourth patient before and one hour 
after enterogastrone injections totalling 3.000 mg. Continuous secretion 
was stimulated in 7 patients by subcutaneous injection of one-quarter the 
usual dose of histamine every fifteen minutes: one injection of enterogas- 
trone was given intragluteally: 100 mg. were given in each of 4 men, 600 mg. 
in 1 and 1.000 mg. and 2.000 mg. respectively in the sixth and seventh 
minutes and gastric contents withdrawn for analy-is for one hundred and 
twenty to one hundred and fifty minutes afterward. 

Insulin tests were done in 3 patients with duodenal uleer and 2 with 
chronic gastric ulcer one day before and one hour after completion of in- 
jections of enterogastrone. Three patients received 1,000 mg. in five doses; 
1 received 2,000 mg. in five doses: and 1 received 3.000 in five doses. 
Twenty units of insulin were injected after withdrawal of the fasting gastric 
content; the stomach was then aspirated every ten minutes for sixty to ninety 
minutes. The blood sugar was measured at the start of and during the 
test. 

The gastrie secretory reaction to a single standard dose of histamine 
was lowered in | to 3 patients after injection of 1.000 mg. of the enterogas- 
trone. The maximum free acidity was not altered by 3.000 mg. in 1 patient 
studied. The gastrie secretory reaction to repeated doses of small amounts 
of histamine was not changed by the intramuscular injection of 400 to 2,000 
mg. of enterogastrone in 7 patients studied. The gastrie secretory response 
to a standard insulin test was not changed by an intramuscular dose of 1,000 
mg. of enterogastrone in 3 patients: it appeared to be delayed by 2.000 mg. 
in 1: it was possibly suppressed in another by 3.000 mg. 6 references. 1 
table. 3 figures. 


References to Current Articles 


Recurrence in Duodenal Ulcer Under Medical Management. Charles A. 
Flood. College of Physicians and Surgeons, Columbia University, and 
the Presbyterian Hospital. Gastroenterology 10:184-99, February 1948. 
In 233 patients with duodenal ulcer medically managed, 21 per cent 
remained symptom-free; average rate of recurrence was once every 
two years: during 63 per cent of the seven years of observation there 
were no uleer symptoms. Symptoms of recurrences were controlled by 
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further treatment. Psychic factors commonly precipitated recurrences. 
10 references. 9 tables. 4 figures. 

Response of the Colonie Mucosa to the Local Application of Sympathomim- 
etic and Parasympathomimetic Drugs. Milton Shoshkes, Beth Israel 
Hospital, New York, N. Y. Gastroenterology 10:305-309, February 
1948. The reactions of the exteriorized mucosa of the distal colon are 
described in subjects given local application of sympathomimetic and 
parasympathomimetie drugs. The colonie mucosa varied widely in its 
response. The most effective sympathomimetic drugs were adrenaline 
and ephedrine. The most effective parasympathomimetic drugs were 
pilocarpine and esserine. 5 references. 1 table. 

Report of a Case of Carcinoma of the Tail of the Pancreas. C. Wilmer Wirts, 
Jr.. Jefferson Hospital, Philadelphia, Pa. Gastroenterology 10:327-31, 
February 1948. In a 48 year old woman, physical or laboratory find- 
ings were not indicative of pancreatic disease until one month before 
death. The patient had symptoms for about thirteen years, abdominal 
pain was the most constant. This indicates that physical findings are 
not helpful in early recognition of the disease. Profound emotional 
changes may occur and should not be allowed to obscure the history. 
6 references. 1 figure. 


8. Blood and Lymphatic Disorders and Diseases 


Splenomegaly and Leukopenia in Hodgkin's Disease (Les grosses rates 
et la leucopénie dans la maladie de Hodgkin). H. Dancot, Institut J. Bordet. 
Belgium. Acta clin. belg. 2:382-89, Sept.-Dec. 1947. 

Commonly patients with Hodgkin's disease exhibit a moderately en- 
larged spleen in about 20 per cent of the eases and a rather high leukocyte 
count (exceeding 8,000 in 75 per cent). There is a rare type of patient with 
this disease who has both leukopenia and an unusually large spleen; these 
characteristics seem to go together. 

Among 200 cases of Hodgkin's disease observed, 4 cases were seen. 
These 4 had spleens extending to about the umbilicus, leukocyte counts be- 
low 5.000 and also low platelet and erythrocyte counts. The diagnosis was 
confirmed by histologic examination in 3 of the cases. 

It was found that in larger statistics the size of the spleen could com- 
monly he related to the number of white cells. The more marked the leuko- 
penia, the larger the spleen. Roentgenotherapy directed to the spleen failed 
to reduce the size of that organ very markedly although diminishing its size 
somewhat temporarily. However, while the size of the spleen decreased the 
white cell count increased very definitely, in contrast to the behavior observed 
commonly in such patients. The prognosis in all these individuals was un- 
favorable with respect to long and satisfactory remissions induced by radia- 
tion therapy. 

It is suggested that there may be a direct relationship between the leuko- 
cyte count and the size of the spleen in Hodgkin’s disease. 
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Lymphoblastoma Simulating Polyeystic Kidney Disease. George S. 
Fisher, Grace Hospital, Detroit, Mich. Grace Hosp. Bull, 26:11-24, January 
1948. 

A detailed report is given of the course of a case of lymphoblastoma 
which mimicked polveystic kidney disease. The patient had symptoms for 
six months and was followed closely for two months before any sign of 
lymphoblastoma appeared. During this period hypertension, azotemia, 
urinary findings and pyelographic images suggested polyeystic kidneys. 
After this point lymphoblastic cells began to appear in the peripheral blood 
and the diagnosis became apparent. Treatment with urethane was inef- 
fectual, and the patient lived only one and one-half months. Cells were 
found in the bone marrow, peripheral blood and autopsy material resem- 
bling the leukosarcoma cells described by Sternberg. 

There is discussion of other cases reported in the medical literature, 
and of the use of urethane in lymphoblastoma and leukemia. 18 references. 
figures. 5 charts.—Author’s abstract. 


New Factors in the Coagulation of Blood. Paul A. Owren, University 
Hospital, Oslo, Norway. Bull. schweiz. Akad. d. med. Wissensch. 3:163-77, 
Fase. 2-3, December 1947. 

According to the classic theories the coagulation of blood proceeds in 
two steps: (1) Prothrombin + Calcium*~ + Thrombokinase ~ Thrombin; 
(2) Thrombin + Fibrinogen > Fibrin. The author has observed a case of a 
29 year old woman who since early childhood suffered from nosebleeds and 
subcutaneous hemorrhages following slight bruises. On examination the 
clotting time was twenty-five minutes, prothrombin time (Quick, seventy see- 
onds). This condition of hemorrhagic diathesis was diagnosed as hypopro- 
thrombinemia of a high degree but it was resistant to vitamin K treatments 
and there was no trace of liver injury. In a series of experiments different 
quantities of prothrombin-free plasma was added to the plasma of the pa- 
tient and the prothrombin time determined. In the case of this patient the 
coagulation time varied independently of the prothrombin concentration. 
Hence it was concluded that it was dependent on some additional as yet un- 
known factors present in normal! plasma. Test showed that the active factor 
responsible for normal coagulation time in this patient’s case was different 
from thrombokinase, caleium or fibrinogen. This new factor the author has 
termed the fifth clotting factor or factor V. It was possible to isolate factor 
V from normal plasma. After recalcification both with and without addi- 
tion of thrombokinase intravenous injections of factor V (the amount iso- 
lated from 200 ec. of normal human plasma) shortened Quick’s prothrom- 
hin time to twenty-eight seconds. This effect lasted three days. It was finally 
showed that factor V enters only into the first step of the coagulation process. 
It regulates the thrombin formation. This shows that the patient’s condition 
was due to the lack of factor V in her blood. This new disease caused by fae- 
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tor V deficiency was called parahemophilia by the author. 
On the basis of his experiments the author proposes the following mech- 
anism of blood coagulation: 
Thrombokinase Ca 
(1) Prothrombin + Factor VY Factor VI]; 
Factor VI Ca 
(2) Prethrombin —-————> Thrombin 


It was found that factor VI is really an enzyme. This shows that factor V is 
necessary only for thrombin formation. Thrombokinase is liberated as soon 
as the blood comes out of the blood vessel and initiates the coagulation 
process. It activates factor V converting it into an enzyme prothrombinase. 
Formation of prothrombinase is autocatalytic. 


Treatment of Intracellular Methemoglobinemia. Clement A. Finch, 
Peter Bent Brigham Hospital and Harvard Medical School, Boston, Mass. 
Bull. New England M. Center 9:241-45, December 1947. 

Reconversion of methemoglobin to hemoglobin may be accomplished by 
reducing substances such as ascorbic acid, by the normal cell reconversion 
mechanism, or by catalysis of this reconversion mechanism with methylene 
blue. In normal subjects and in patients with congenital methemoglobinemia 
where there is no red cell reconversion, these systems were individually 
studied. The rate of methylene blue reconversion is much grater than that 
effected by the normal erythrocyte. However, ascorbic acid acts more slowly 
than the normal reversion mechanism and is therefore of little use in drug- 
induced methemoglobinemia. 7 references. 3 tables.—Author’s abstract. 


Activity of Microbial Animal Protein Factor Concentrates in Pernicious 
Anemia. E. L. R. Stokstad, Ph.D., A. Page, Jr., B.S., J. Pierce. M.S., A. L. 
Franklin, Ph.D. and T. H. Jukes, Ph.D., Pearl River, N. Y. and R. W. Heinle, 
M. Epstein and A. D. Welch, Cleveland, O. J. Lab. & Clin. Med. 33:860-64, 
July 1948. 

A concentrate of the animal protein factor prepared by fermentation 
procedure was effective in producing a hematologic response in pernicious 
anemia. This concentrate was prepared by growing a bacterium isolated 
from hen feces. This preparation gave a growth response in chicks grown on 
a high soybean diet which has been previously showed to be deficient in the 
“animal protein factor”. This fermentation product was 50 to 100 per cent 
as active for chicks as a refined liver extract containing 10 U.S.P. units of 
the antipernicious anemia factor per milliliter. 

Injections of 1 ml. per day of this concentrate to 2 patients produced 
reticulocyte peaks of 20 and 9.7 per cent with a rise in hemoglobin and red 
cell count. 9 references. 2 tables—Author’s abstract. 
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Observations on the Antianemic Properties of Vitamin B,.. Tom D. 
Spies, Robert E. Stone and Tomas Aramburu, Hillman Hospital, Birming- 
ham, Ala. South. M. J. 41:522-23. June 1948. 

Vitamin B,, was isolated in crystalline form from liver by Rickes et al. 
Shorb’s assay studies indicated its identity with the Lactobacillus lactis Dor- 
ner (LLD) factor which she had previously reported finding in liver. West 
obtained a positive hemopoietic response in 3 cases of pernicious anemia 


with single intramuscwar doses of 3, 6, and 150 micrograms of the vitamin, 
respectively. 

The authors have observed the effect of a single intramuscular dose of 
vitamin B,. (6 micrograms in 1 cases: 15 micrograms in | case) in each of 2 
cases of pernicious anemia, 2 of nutritional macrocytic anemia and | of non- 
tropical sprue. Significant hematologie and clinical improvement was ob- 
served during the fourteen day period following the therapy. The accom- 
panying table is the record of the blood studies. 


Hemopoietic Response to Crystalline Vitamin B,, 


Hemoglobin 
RBC (million) WBC (grams) Reticuloeytes 
Case Type of Initial Final Initial Final Initial Final Day of “% at Dosage of 
No. Anemia (day) (day) (day) Peak Peak Vitamin B. 
Nutritional 
Macrocytie 3.19 4050 9700 13.6 6 micrograms 
(14) (14) 


Nutritional 
Macrocytic 2.02 2.88 5950 1800 5 y 18.9 6 micrograms 
(it (14 
Non-tropical 
Sprue 2.0. 2.81 3750 1950 
(14) (14) 
Pernicious 3.24 $250 8100 2: 6 micrograms 
(14) (14 
5 Pernicious 2.5 3.10 3400 5600 14.6 15 micrograms 


6 micrograms 


Note: Cases 1, 2, and 3 had free hydrochloric acid in the gastric contents. Cases 4 and 5 had 
histamine refractory achlorhydria. 


Reticulocyte crises followed by increases in the red blood cells and the 
hemoglobin in all eases and in the white blood cells in 4 of the 5 cases are 
showed. In all cases symptoms and signs of acute glossitis and stomatitis 
subsided rapidly during the first several days and improvement in feeling of 
well-being was progressive. Nervous symptoms, pains and paresthesias of 
the extremities of recent development in 1 case of pernicious anemia sub- 
sided remarkably. references. 1 table-—Robert E. Stone. 
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Effectiveness of Vitamin B,. in Combined System Disease. Rapid Re- 
gression of Neurologic Manifestations and Absence of Allergic Reactions in a 
Patient Sensitive to Injectable Liver Extracts. Lienel Berk, Derek Denny- 
Brown, Maxwell Finland and William B. Castle, Harvard Medical School. 
Boston, Mass. New England J. Med. 239:328-30, Aug. 26, 1948. 

The isolation of crystalline vitamin B,. (Rickes et al., Science, 107:396, 
Apr. 16, 1948), which in microgram quantities produced positive hemato- 
logie responses in patients with pernicious anemia (West, ibid., p. 397). 
raises the question of the effectiveness of this substance upon the neurologic 
changes characteristic of this disease. In a patient with acute combined sys- 
tem disease which developed within a week following a period of twenty 
months of irregular treatment of pernicious anemia with synthetic pteroyl- 
glutamic acid, the authors demonstrated typical hematologic remission and 
a remarkable improvement in the neurologic picture within two weeks of the 
institution of treatment with crystalline vitamin B,. in doses of 5 micro- 
grams daily by intramuscular injection. The abnormal plantar response was 
reversed and vibration sense appeared in parts from which it had been ab- 
sent. When treatment was discontinued for seven days, the neurologic signs 
became worse with subsequent reversal following renewal of administration 
of vitamin B,.. The findings in this case indicate that vitamin B,, is effec- 
tive against the neurologic as well as the hematologic manifestations of per- 
nicious anemia, 

The patient had previously become markedly sensitive to purified liver 
extracts derived from both beef and pork but showed no sensitivity to injected 
vitamin B,.. This suggests that allergic sensitivity to liver extracts is due not 
to the active principle, but to other materials, with species specificity (Bauer, 
etal. New England J. Med. 234:622, 1947). 6 references. 1 table.—Au- 
thor’s abstract. 


The Effect of Liver Extract and Vitamin B,. on the Mucous Membrane 
Lesions of Macrocytic Anemia. Robert E. Stone and Tom D. Spies, Birming- 
ham, Ala. J. Lab. & Clin. Med. 33:1019-23, August 1948. 

It was observed that neither folic acid nor thymine prevented or relieved 
subacute combined degeneration in cases of pernicious anemia and that they 
likewise failed to prevent or relieve the glossitis and stomatitis in a consid- 
erable number of cases, whereas liver extract consistently prevented or re- 
lieved both the neural disturbances and the oral lesions in cases of pernicious 
anemia. Reference is made to 3 patients with pernicious anemia whose oral 
lesions, glossitis and stomatitis failed to respond to therapy with either folic 
acid or thymine but subsequently healed promptly when liver extract was 
given. In 2 cases, the oral lesions responded as rapidly and as completely to 
vitamin B,, as previously had been observed when liver extract was given. 
The case history of 1 patient is presented. A 48 year old white man with 
pernicious anemia, had been treated during relapses of anemia on eight ocea- 
sions, beginning in May, 1944. On each occasion he bad an associated glos- 
sitis and stomatitis, and throughout the time he had symptoms and physical 
evidence of persistent neural involvement that had little tendency to progress. 
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On two occasions in 1944 the anemia and the oral lesions responded to liver 
extract and in September, 1945 folie acid proved equally as effective. In 
March, 1946 oral thymine (6 Gm. daily for nineteen days) resulted in im- 
provement of the anemia but had no beneficial effect on the oral lesions. 
Three months later folic acid (40 mg. daily for thirteen days) relieved the 
anemia but did not relieve the glossitis and stomatitis as it did previously. 
The lesions, however. responded to liver extract on two subsequent occasions 
—September 1946 and June 1947. 

During the fall of 1947 the anemia and the oral lesions relapsed grad- 
ually. On Dee. 14. 1947 folie acid (10 mg. daily) was started and continued 
for eighty days: the dose was then increased to 40 mg. a day for thirty-four 
days, and finally to 50 mg. a day for twenty-two days. During the last two 
weeks of this therapy the following vitamins were given simultaneously with 
the folic acid in daily doses as indicated: A—-75,000 U.S.P. units: D—3.000 
U.S.P. units; thiamine—30 meg.: riboflavin—15 mg.: niacinamide—-150 
mg.: ascorbie acid——150 mg. During this course of therapy his blood values 
increased as follows: red blood cells from 2.15 million to 4.15 million. 
hemoblogin from 8.1 Gm. (53 per cent) to 14.2 Gm. (92 per cent) and white 
blood cells from 4,900 to 9.250. A peak reticulocyte count of 18.1 per cent 
was obtained on the eleventh day of folic acid therapy. 

Despite relief of the anemia. no favorable effect on the oral lesions wa- 
observed. He complained of pain and burning of his mouth and tongue and 
painful external fissures at the left angle of his mouth. The tongue was 
swollen: deep dental impre-sions were present at the tip: all surfaces were 
red and the papillas were severely atrophied: buecal mucosa was swollen 
and large areas of hyperemia were noted: tooth indentations marked the red 
mucosa of the lower lip: several oozing. tender fissures extended laterally 
from the left angle of the mouth. 

At this time (Apr. 30, 1918) a single dose of 15 micrograms of vitamin 
B,. was given intramuscularly Within forty-eight hours there was definite 
fading of the hyperemia of the tongue and buceal mucosa and by the fifth day 
after therapy the color of the mucosa was about normal except in the most 
-wollen areas of the lower lip: the external fissures were dry and apparently 
were healing. Thirteen days after therapy numerous papillas were clearly 
visible over the entire dorsal surface of the tongue and the fissures were 
healed. Symptoms related to the oral lesions began to subside within two 
days and were completely absent by the fifth day after the injection of vita- 
min B,.. 

This data demonstrates that severe oral lesions in some cases of per- 
nicious anemia are refractory to treatment with either thymine or folie acid 
alone or along with other B complex vitamins but respond rapidly to therapy 
with either liver extract or vitamin B,.. The association of such lesions with 
neural involvement in cases of pernicious anemia was noted, 13 references. 

luthor’s abstract. 

( Ithough the evidence now available is too scanty to be conclusive. it 
strongly suggests that vitamin B,, is the essential active ingredient in liver 
extracts effective in pernicious anemia. Unlike folic acid, it appears to con- 
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trol the neurologic and buccal lesions as well as the anemia. Its extraordinary 
potency is indicated by the fact that single doses as small as 3 to © micro- 
grams have stimulated a well marked reticulocyte crisis in severe cases of 
pernicious anemia, although a quantity in the range of 100 micrograms is 
probably necessary to secure an optimum response.—ED. ) 


The Nitrogen Mustards. Clinical Use. Lloyd F. Craver, Memorial Hos- 
pital, New York, N.Y. Radiology 50:486-93, April 1948. 

None of the nitrogen mustards so far used has given any indication of 
ability to cure any of the types of cancer treated. Palliative results of nitro- 
gen mustard therapy have nevertheless been so marked in certain types of 
cancer as to make us consider this new therapeutic agent indispensable. These 
types are cases of generalized Hodgkin's disease with marked constitutional 
-ymptoms, advanced cases of lymphosarcoma in which some part of the dis- 
ease is immediately threatening to life and in which the lesion causing the 
immediate danger is not amenable to surgery or irradiation and the anaplas- 
tic carcinomas of the lung. In early and intermediate stages of Hodgkin’s 
disease. in most cases of lymphosarcoma, and in most cases of chronic leu- 
kemia, it seems doubtful that nitrogen mustard offers any advantage in gen- 
eral over other methods of treatment, particularly over roentgenotherapy. 
Since only a few of the hundreds of possible nitrogen mustard compounds 
have been extensively tried clinically, it may be that other compounds will be 
found that will be at the same time less toxic and more effective in a broader 
range of cancers. 17 references.—Author’s abstract. 

(These results are in harmony with most of the others reported. The 
nitrogen mustards now available are valuable as palliatives in selected cases, 
particularly of Hodgkin's disease and lymphosarcoma which are resistant or 
highly reactive to roentgenotherapy. In other diseases in which they have 
been tried they have been of little, if any, value.— ep. ) 


9. Allergic Disorders and Diseases 


Observations on Acute Allergic Gastritis. Theodore C. Afendoulis, 
Evanghelismos Hospital, University of Athens, Athens, Greece. Am. J. 
Digest. Dis. 15:90-92. March 19418. 

The gastrointestinal tract permits absorption of antigens and presents 
clinical manifestations and anatomie changes of an allergic nature. The 
usual symptoms of allergic gastropathy include pain of varying intensity and 
duration, chiefly in the epigastrium, acid regurgitations and a sense of burn- 
ing in the stomach or esophagus. These are followed by the classic mani- 
fe-tations of allergy. 

Dogs were sensitized to horse serum. An acute gastritis with hyper- 
acidity was found to be produced after intravenous reinjection of the same 
antigen. A case of acute allergic hemorrhagic gastritis with hyperacidity in 
a 12 year old female, one of acute allérgie gastritis, especially of the pyloric 
ection, with hyperacidity in a 25 year old female. and one of subacute 
allergic gastritis in a 43 year old male, are reported. In all 3 cases changes 
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suggesting a process of inflammatory origin were found by gastroscopy and 
by examining the gastric acidity. The changes of the gastric mucosa were 
like those of the common, nonallergie, acute gastritis. In allergic gastritis, 
however, the reaction of the stomach is hyperergic. The almost immediate 
symptoms when the antigen contacts the gastric mucosa is the outstanding 
feature. Histamine-like substances may act directly on the mucosa. Re- 
peated attacks produce chroni¢ gastriv atrophy. 11 references. 


Clinical Appraisal of Benadryl, Pyribenzamine, and Anthallan in the 
Treatment of Allergic Disorders. Wartin S. Kleckner, Jr. (Capt., M.C., 
4.U.8.), Allentown, Pa. Amn. Int. Med. 28:583-97, March 1948. 

The antihistamine drugs are no substitute for an adequate investigation 
into the allergic picture, and indiscriminate use of them should be discour- 
aged if only because of the severe side reactions so commonly encountered. 
The-e drugs may be employed effectively as adjuncts to sensitization pro- 
grams in allergic treatment. Future studies must be carried out before 
Benadryl, Pyribenzamine and Anthallan can be appraised both clinically and 
pharmacologically. 39 references. 4 tables.—Author’s abstract. 


10. Deficiency Diseases and Metabolic Disorders 


Pericardial and Coronary Complications of Myxedema. Five Recent 
Observations (Les complications péricardiques et coronariennes du myx- 
oedéma. A propos de 5 observation récentes). R. Froment, A. Gonin, L. 
Gallavardin. Courjon and Brette, Lyon, France. J. de méd. de Lyon 29:225- 
38, Apr. 5, 1948. 

The marked cardiac dullness and enlarged roentgen shadow was at- 
tributed largely to a pericardial effusion, which was confirmed in these 
patients by removal of considerable amounts of fluid (500 ce. or more) by 
pericardial puncture. The pericardial fluid contained significant amounts 
of cholesterol, ranging from 0.075 to 0.168 Gm. per cent in patients with 
cholesterolemias of 0.210 to 0.370 Gm. per cent. It is pointed out that in 
spite of marked cardiac enlargement found on radiologic examination the 
patient often may not suffer from any symptoms referable to the cardiovascu- 
lar system. This is considered a point in favor of ascribing the enlarged 
shadow to pericardial effusion rather than myocardial impairment. Often 
also the pericardial effusion will exist alone, without accumulation of pleural 
or peritoneal fluid. In a number of patients with myxedemic heart, the 
basal metabolic rate was only a little below normal. 

One of the methods to establish the significance of the pericardial ef- 
fusion in producing the markedly lowered voltage in the electrocardiogram 
consisted in first taking the cardiogram with the usual electrodes, and sub- 
sequently introducing the precordial electrode through a trochar into the 
pericardial sac so as to touch the epicardium. Immediately the voltage 
was greatly increased. 

There is, however, no pericardial inflammation to account for the 
pericardial effusion and consequently no organization of the exudate. The 
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rapidity with which the pericardial effusion may be absorbed is astonishing, 
often it disappears under thyroid medication in ten days. 

The anginal pain of patients with myxedema heart sometimes improves 
greatly with thyroid therapy but just as often is made worse by such treat- 
ment. Whenever treatment is started on a patient with this complication it is 
strongly suggested to use very minute doses of thyroxine or thyroid extract 
at first, because larger doses may precipitate serious coronary difficulties. 
The coronary insuflicieney of the associated atheromatosis is made respon- 
sible for the myocardial weakness but the enlargement of the cardiac shadow 
is mainly ascribed to the pericardial effusion. 8 references. 6 figures. 


Megacolon in Myxedema (Le mégacélon myxoedémateaux). Pierre P. 
Ravault, M. Plauchu and P. Guinet, Lyon, France. J. de méd. de Lyon 29: 
259-68, Apr. 20, 1948. 

Six cases of myxedema are reported in which megacolon was present. 
Further instances of this disorder can be discovered when patients suffering 
from myxedema are given a radiologic examination of the gastrointestinal 
tract. 

The clinical signs and symptoms of the disorder are mainly severe 
constipation with spontaneous bowel movements every four or five days or 
every other week. There is also considerable distention, occasionally reach- 
ing extreme proportions. The abdominal circumference of a 12 year old 
girl was 65 em. There may be sudden intestinal obstruction with fecal 
vomiting, resembling paralytic ileus. Other symptoms frequently noted 
are fetid breath, anorexia and vomiting. 

Roentgen examination with barium enema shows the rather typical 
picture of megacolon with hugely enlarged intestinal loops. Megacolon 
is found far too frequently among severely hypothyroid individuals to be 
ascribed to a coincidence. A number of autopsy reports also indicate that 
the symptoms and the intestinal dilatation were not only on a functional 
basis but the enormous dilatation appeared relatively constant. Histologically 
there is atrophy of mucous membrane, with cystic dilatation, and presence 
of the myxedema-type of fluid in the stroma, together with round cell in- 
filtration. These changes are observed frequently especially in the vicinity 
of Auerbach’s plexus. 

There can be little doubt that prior to the development of irreversible 
organic changes there must be a stage of purely functional imbalance. At 
that time administration of thyroid can readily control the symptoms and 
return the radiologic appearance of the intestine to normal limits. 36 
references. 4 figures. 


Estrogens and Tumour Genesis. Bernhard Zondek, Hebrew University, 
Jerusalem, Palestine. Acta radiol. 28:431-50, November 1947. 

From the standpoint of therapeutics it is important to know whether 
estrogens have a carcinogenic effect. Animal experiments have demonstrated 
that the genesis of breast cancer in mice involves three factors: (1) heredi- 
tary susceptibility; (2) presence of estrogens; (3) milk factor transmissible 
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in mother’s milk. The chief role of the estrogens in that case is a stimulation 
of the breast tissue. 

The evidence derived from animal experiments in the case of genital 
cancer is less definite. There have been cases reported in which benign and, 
in a few instances, malignant tumors of the cervix developed in animals 
treated with large doses of estrogens over periods of several weeks. Rats 
treated with enormous doses of estrogens were stunted owing to inhibition of 
the pituitary growth hormone but no tumors of the genital tract developed. 
Both rabbits and rats under treatment with estrogens show marked necrotic 
changes of the uterine endometrium with development of pyometra. 

It has been proved that administration of estrogenic hormones inter- 
feres with the normal menstrual eyele beeause these hormones prevent cor- 
pus luteum formation. Amenorrheic women have been treated with estro- 
gens for long periods in order to start the normal periodic cycle but tumors 
of the uterus have never been observed. There was, however, quite extreme 
atrophy of the uterine mucosa in patients treated with more than 1,000,000 
units of estradiolbenzoate, with a significant increase of mucous glands but 
without suspicious changes. 

Some patients with inoperable carcinoma of the breast have been treated 
with huge doses of estrogens for palliation, because estrogens were thought 
to produce hormonal castration which might favorably influence the tumor. 
Individuals -o treated never showed evidence of genital tract tumors sug- 
gesting malignaney, but in several instances polypoid tumors of the endo- 
metrium were seen, Also some such patients developed pituitary tumors 
resembling the chromophobie tumors of the anterior pituitary produced in 
rats by enormous doses of estrogenic hormones. 

In rodents it appears definitely possible to produce tumors through 
the agency of estrogens. Results from animals should not be transferred to 
human patients. there is no direct evidence that this is true in patients. The 
following precautionary measures are recommended, 

In patients in the menopause, when there is an inereased tendency to 
malignant tumors of the breast and genital organs. estrogens should be 
given only in small doses and in interrupted courses, to permit the liver to 
inactivate excess amounts remaining in the tissues. 

Women with chronic evstic mastitis, cervieal erosion or from families 
where hereditary disposition to the development of malignant tumors is 
apparent should not be treated with estrogens. 

While these precautionary measures may be in order, the evidence that 
estrogens are directly carcinogenic is minimal. Estrogens have been ex- 
ceedingly helpful in the treatment of carcinoma of the prostate and the 
breast and the fear of their carcinogenic effect may often be exaggerated. 
67 references. 


4 
é 
P 


QUARTERLY REVIEW OF MEDICINE 61 


The Use of Androgens in Men. Carl G. Heller and William O. Mad- 
dock, University of Oregon Medical School, Portland, Ore. Bull. New York 
Acad. Med. 24:179-94, March 1948. 

Testosterone has been used therapeutically in over thirty seemingly 
unrelated clinical situations or diseases. Early exploration suggested areas 
of usefulness in which the claims of clinical benefit now seem unwarranted. 
Our decision as to whether or not testosterone should be applied in a given 
situation is based on the answers to the following questions: (a) Does 
testosterone produce any effect in condition X? (b) Hf so, is the effect bene- 
ficial or ultimately or potentially harmful in condition X?  (c) Can the 
effect be produced by other means in condition X? (is testosterone the drug 
of choice?) 

Using the answers to the above questions as the basis for classification 
it has been noted that the situations in which testosterone has been applied 
can be grouped in four categories: (1) Situations in which testosterone 
produces a desirable response and is the drug of choice: (A) male climae- 
teric (adult Leydig cell failure); (B) eunuchism: (C) funetional prepuberal 
castration; (D) puberal seminiferous tubule failure (Klinefelter’s syn- 
drome). (2) Situations in which testosterone produces a response but is not 
the drug of choice: (A and B) panhypopituitarism (Simmond’s disease and 
pituitary dwarfism); (C) hypogonadotropiec eunuchoidism. (3) Situa- 
tions in which testosterone produces a response that is highly undesirable: 
(A) prepuberal children. (4) Situations in which testosterone produces 
no specifie beneficial effect: (A) male sterility; (B) psychogenic impotence; 


(C) homosexuality; (D) angina pectoris; (E) eryptorchidism; (F) benign 
prostatic hypertrophy. 53 references. 2 figures. 10 charts.—Author’s ab- 
stract. 


Suspensions of Desoxycorticosterone Crystals in the Treatment of Addi- 
son's Disease (Les suspensions cristallines de désoxycorticostérone dans le 
traitement des syndromes addisoniens). Pierre P. Ravault, M. Pont and A. 
Pothier, Lyon, France. J. de méd, de Lyon 29:291-96, Apr. 20, 1948. 

Swiss workers have succeeded in producing desoxycorticosterone in 
erystals which can be injected readily as a suspension and are slowly ab- 
sorbed from the subcutaneous tissue. Thus the method permits a much 
simpler technic to be substituted for the implantation of hormone pellets into 
the subcutaneous tissue previously practiced. The dosage can be graded 
accurately. The delay in absorption is a function of the total surface of 
the crystals in the suspension. The larger the individual erystals the longer 
the period of effective action. The latter is only three days for erystals 
measuring 0.05 to 0.15 mm., while it is thirty-six days for those of 0.3 to 
0.43 mm. The limit of usable erystal size is set by the acceptable diameter 
of the needle for injection. 

Patients suffering from Addison's disease of moderate severity could 
be controlled readily by the injection of 50 mg. every three weeks. In the 
most severe cases the implantation of pellets is still preferred but oceasional- 
ly can be supplemented by injections of the erystal suspension. Future 
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work will have to show whether injection of crystal suspension placed in 
several parts of the body cannot entirely take the part of pellets. Probably 
no more than 100 mg. of the suspension should be injected in any one spot, 
because larger amounts produce local edema. 2 references. 


The Lowering of the Erythroeyte Sedimentation Rate in Adrenal Insuf- 
ficieney (Le ralentissement de la vitesse de sédimentation “test” sanguin dans 
la déficience surrénale). M. Fuente-Hita, Lyon, France. J. de méd. de Lyon 
29:177-80, Mar. 5, 1948. 

Commonly the erythrocyte sedimentation rate is regarded as abnormal 
only if it is inereased but in some instances a significant diminution may 
be important. Since the sedimentation depends partly on the concentration 
of globulins and partly on that of salts and water in the peripheral blood, 
it is reasonable to suppose that in conditions in which these constituents are 
markedly altered the sedimentation would be changed. 

In adrenal cortical insufhiciency there is a considerable loss of salt 
(especially sodium) and a concomitant loss of water. The resulting hemo- 
concentration may be marked and may result in significant lowering of the 
sedimentation rate. The sedimentation rate is strikingly influenced by 
intake of ascorbic acid, withdrawal of sodium chloride or by administration 
of adrenal cortical hormone or its synthetic substitutes to such patients. 

Conversely the regular performance of the sedimentation rate gives 
an easy and reliable method of proper dosage of therapeutic adrenal cortical 
hormone in substitution therapy for patients with deficiency states. Since 
neoplasms of the prostate and breast are associated with and influenced by 
hormonal equilibria, the adaptability of the sedimentation rate to such cases 
may be considered. 24 references. 


Primary Idiopathic Xanthomatosis with Hypercholesterolemia (Une 
xanthomatose idiopathique. primaire. forme mixte tubéro-tendineuse du type 
hypercholestérinémique). Charles Joseph Ketelaer, Louvain, Belgium. Acta 
clin. belg. 2:420-44, Sept.-Dec. 1947. 

Essentially xanthomatosis is an abnormal reaction of the reticulo-endo- 
thelial system in the course of metabolic disturbances of lipid metabolism. 
According to the classification of Jaffe this type of disorder may be divided 
into the primary idiopathic generalized illness (idiopathic xanthomatosis, 
Nieman-Pick disease, Gaucher's disease) and the secondary symptomatic 
types, either generalized (diabetic lipemia) or localized (chronic inflamma- 
tions, cysts, tumors ). 

A case belonging to the idiopathic primary type is described occurring 
ina 45 year old male without any family history of xanthomatosis; multiple 
tumors of the skin developed and a few attached to tendon-sheaths in the 
course of a very marked gain in weight, from a normal of 65 Kg. to about 
98 Kg. Physical examination showed a multiple of brownish tumors of the 
skin. some attached to the extensor tendons of the hands, xanthelasmata of 
both eyes and of the mucous membranes of the mouth. There was marked 
obesity but no abnormality of any internal organs. 
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Laboratory examinations were not markedly abnormal except for 
a blood cholesterol level of 375 to 600 mg. per cent. Biopsy of several 
skin tumors showed the characteristic picture with masses of macrophages 
containing cholesterol and other lipid crystals. A detailed chemical analysis 
of tumor tissue is presented. 


It is noteworthy that xanthomatosis in the case presented evolved with- 
out any precipitation factor except sudden gain in weight due to extreme 
overeating. Subsequent enforced weight loss during the war led to the 
spontaneous disappearance of the great majority of skin tumors for several 
years. This loss of 24 Kg. was sustained for a number of months then the 
patient began to gain weight again. Simultaneously the xanthomata reap- 
peared and grew in size as well as in numbers. The possibility of dietary 
treatment of such cases must be emphasized, especially when the tolerance 
to cholesterol is fairly good, as it was in the case reported. 38 references. 
7 figures. 


The Role of Hormones in the Treatment of Obesity. M. M. Kunde, 
Northwestern University Medical School, Chicago, Ill. Ann, Int. Med. 28: 
971-88, May 1948. 

A group of 50 overweight patients previously diagnosed as endocrine 
obesity and with various body configurations corresponding to all types of 
so-called endocrine obesity lost weight on a high protein, low fat, low carbo- 
hydrate, ad lib dietary, supplemented with minerals and vitamins. No caleu- 
lation of caloric values was encouraged. A few of these patients gave a his- 
tory of increased appetite with resultant excessive food intake, but most of 
them had acquired a taste for, and indulged in, carbohydrates out of propor- 
tion to that which their body requirements could metabolize with excessive 
deposition of fat. The fundamental cause of their obesity seems due to some 
unknown constitutional diserepancy in their metabolism which makes it nec- 
essary for them to add more protein and less carbohydrates and fat to their 
dietary than is required for individuals of average weight. Be that as it may, 
the fact remains that no endocrine product known to therapeutics at this time 
is necessary or helpful in the treatment of obesity. 

Thyroid hormones should be administered solely for the purpose of 
correcting a specific hypothyroidism. When this is properly accomplished 
the obesity will take care of itself, or it should be managed by dietary regu- 
lation. Thyroid extract administered to nonhypothyroid patients with adi- 
posity solely for the purpose of attempting to effect weight loss by the method 
of stimulating metabolism usually fails. Such overweight patients soon mani- 
fest the symptoms of severely induced hyperthyroidism with little or no 
weight loss. 

Glucose tolerance determinations on these obese cases indicate that 
some of them have a reduced glucose utilization, as has been previously re- 
ported. Others show a slight increase, or a normal tolerance curve. Most 
patients with an initially reduced utilization of glucose manifest a tendency 
toward a more normal glucose tolerance curve after following this dietary 
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treatment for four to six months and with resultant reduction in body weight 
of 40 to 60 pounds. 

Hypertension was present as a complicating factor in a few of these 
patients before the onset of the weight reducing regimen, the highest systolic 
pressure being 220. Blood pressure levels were checked from time to time 
to determine the effect of this high protein intake on the blood pressure 
mechanism. No instances of increased hypertension or an elevation in the 
normal blood pressure was observed during this dietary regimen, Lut in some 
instances where hypertension existed, an appreciable reduction in both sys- 
tolie and diastolic levels was observed after weight loss had reached 30 to 60 
pounds. Similar results have been observed in obese patients with hyper- 
tension following reduction in body weight by other methods. 

No hormones or gland products known to therapeutics at this time are a 
necessary adjunet in the treatment of any type of obesity. A high protein. 
low fat. low carbohydrate. ad lib diet without the administration of any 
known hormones and with no calculation of calorie values but supplemented 
with vitamins and minerals, results in satisfactory weight reduction in all 
known types of obesity. 

Endocrine obesity is a term which is misleading in that it conveys to 
the obese patient a false idea suggesting that their obesity is due to some 
~pecifie glandular deficiency which can be corrected by substitution glandular 
therapy. This causes them to seek endocrine medication, whereas dietary 
measures and reeducation of their faulty food habits are the true solutions to 
the correction of their obesity. 9 references. 5 charts. 8 graphs. 8 figures. 
luthor’s abstract. 

( These observations are in harmony with most similar studies in indicat- 
ing that obesity is rarely due to any endocrine disturbance which is nou 
demonstrable or susceptible to specific treatment. The term endocrine serves 
chiefly as a pretext to the patient for ignoring the unpleasant but essential 
dietary restrictions. In many cases excessive eating has been utilized as a 
means temporarily of relieving nervous tension—a factor which is often 
overlooked or ignored in treatment.—-E». ) 


The Use of Radioactive lodine in the Diagnosis and Treatment of the 
Thyroid Gland. J. HW. Means. Harvard University and Massachusetts Gen- 
eral Hospital. Boston, Mass. Bull. New York Acad. Med. 273-86, May 1918. 
The therapeutic value of radioactive iodine is seen chiefly in tumors of 
the thyroid and in Graves’ disease. The P" (12 day half life) proved more 
effective than the 8 day isotope [''. Of the 65 cases of Graves disease 10 
were cured, 1] became hypothyroid and 8 remained slightly hyperthyroid. 
Exophthalmia was not reduced. but there were no relapses or complications. 
In benign tumors this iodine is safer than roentgenotherapy. because it 
gives beta-ray~ only. and in sufficient quantity, whieh act from the lumen of 
the follicle outward. for a short radius only. Since diseased areas absorb 
these rays to a greater extent than do the healthy zones, the latter are not 
damaged. 
There has been no evidence, so far, of any damage to the rest of the 
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body caused by this iodine. Its cancerogenic effect is not negligible, hence it 
has been used by the author in men over 45, counting on a slow effect lasting 
twenty years. 

In cancers this therapy cannot be resorted to, except in some rare cases. 

(The relative value of radioactive phosphorus and propylthiouracil in 
the treatment of hyperthyroidism has not yet been established. Although the 
latter is far less toxic than thiouracil, supervision of patients while under 
treatment is essential since granulocytopenia and other untoward effects, al- 
though rare, have been observed.—*D. ) 


The Urinary Exeretion of Insulin by Normal and Diabetic Subjects. 
1. Arthur Mirsky Clarence J. Podore. John Wachman and Robert H. Broh- 
Kahn. May Institute for Medical Research, Jewish Hospital and University of 
Cincinnati College of Medicine, Cincinnati, O. J. Clin. Investigation 27:515- 
19, July 1948. 

The detection of small amounts of insulin in large volumes of urine 
presents great technical difhieulties. In order to solve this problem, the fol- 
lowing procedure was devised. Twenty-four hour urine specimens were dried 
by the lyophil process. Owing to their high salt content, which was found 
to interfere with the subsequent procedures, it was essential first to subject 
the urines to a preliminary period of dialysis. Reeovery experiments indi- 
cated that no insulin was lost during these procedures. 

The small amounts of dry powder obtained by this procedure were com- 
bined with similar products resulting from the lyophilization of samples of 
urine obtained on other days. In this manner, it was possible to concentrate 
several days’ collection of urine into a small amount of stable powder. When 
the powder, representing the products of several days’ collection, was extract- 
ed with acid aleohol, the presence of small amounts of insulin could be dem- 
onstrated in such extracts. Furthermore, a series of preliminary experiments 
indicated that the described procedure could be utilized for the quantitative 
assay of insulin excretion by man. The average daily insulin excretion by 
normal subjects was found to be 0.16 ~ 0.04 units per day. The average 
excretion by mildly diabetic subjects who did not require insulin for regula- 
tion of their disease was 0.07 ~ 0.03 units per day. This difference was 
statistically significant. When small amounts of insulin were administered 
to such diabetic patients, their daily insulin excretion increased to normal 
levels. Such observatons indicate that diabetic patients suffer from an in- 
sulin insufficiency. When large amounts (200 to 300 units) of insulin were 
injected into either normal or diabetic subjects, only minute fractions of these 
amounts, approximately 0.6 units, could be detected in their urine. Such 
data would indicate the fact that insulin undergoes a very rapid destruction 
within the body. 5 references 2 tables. 2 figures.—Author’s abstract. 
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11. Nervous and Muscular Disorders and Diseases 


Is Rheumatism a Virus Disease? Mervyn Gordon, St. Bartholomew's 
Hospital, London, England, Lancet. 1:697; 740, May 8: May 15, 1948. 

The real cause of rheumatism remains undetermined but it is undoubt- 
edly caused by some specific but unknown agent. Evidence concerning the 
nature of this infectious agent includes results obtained by current bacterio- 
logic methods, character of the lesions and evidence obtained in an investiga- 
tion of rheumatism as a virus infection. 

Bacteriologic examinations of the blood, fluids and tissues of acute 
rheumatic cases have been consistently negative. the only organisms occa- 
sionally grown being streptococci. Evidence indicating that the hemolytic 
streptococcus is an important etiologic faetor in rheumatism has not been 
confirmed though it is the most common of all secondary invaders. Further- 
more, the effects of streptococci alone are controlled by the sulfonamides 
and penicillin but rheumatism is not controlled. This view is further con- 
firmed by observations on the use of a hemolytic streptococcus vaccine united 
to its own specific antibodies absorbed from immune serum, in the treatment 
of acute and subacute rheumatism. This sensitized vaccine was frequently 
successful in the treatment of pure hemolytic streptococcus infections but not 
in either variety of rheumatism. 


The changes in the lesions of rheumatism are constant and specific, yet 
neither the pathogenic agent nor its method of attack has been demonstrated. 
The fibrous tissue is specifically involved and may eventually reach the 
state where typical reactions of amyloid degeneration are obtained. The most 
significant cardiac lesion in acute rheumatism is the Aschoff node, a cardiac 
fibrositis characteristic of pure rheumatic infection in human beings.  Strep- 
tococcie cardiae lesions in man differ from those of rheumatism and bacterio- 
logic examinations of cardiac lesions in fatal cases of rheumatism have all 
heen negative. 


Extensive experimental investigations of viruses have indicated that 
they are smaller and more parasitic varieties of the usual pathogenic bac- 
teria. Like bacteria, viruses follow the basic laws of immunity, act as spe- 
cific antigens and combine with their specific antibodies in vitro. The vae- 
cinia virus is always available and has been a landmark in virus investiga- 
tions. The elementary bodies in vaccinia are the actual virus. Viruses pos- 
sess a highly developed affinity for particular tissues or cells. The infecting 
agent in acute rheumatism has a special tendency to attack the heart and an 
enduring. highly selective action on fibrous tissue. 


Viruses are most commonly visible under the microscope as elementary 
bodies. Extensive investigations of these produced evidence consistently 
indicating a relationship between rheumatic fever, rheumatoid arthritis and 
chorea. Investigations on the agglutination of elementary bodies from rheu- 
matism in the hanging drop strongly indicated that they are the actual bodies 
of the rheumatic virus agglutinated by a specifie agglutinin in the patient's 
serum. Observations in vaccinia showed that specifie virus antibodies are 
more accurately detected by complement-fixation than by agglutination. In- 
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vestigations of complement-fixation in rheumatism are discussed and sugges- 
tions made for the further investigation of rheumatic disease for evidence of 
a virus infection. 

These investigations indicate that a virus is almost certainly the chief in- 
fective agent in rheumatic fever. This should be established by intensive 
research and improved technic. 30 references. 

(This conclusion is at variance with the opinions of most investigators. 
The evidence adduced to support the virus hypothesis is at best indirect and 
inconclusive. The weight of evidence at present favors the view that rheu- 
matic fever is attributable to infection with hemolytic streptococci. The rheu- 
matic lesions, however, are not the result of a direct invasion of these tissues 
by streptococci but are brought about indirectly, possibly by a local allergic 
reaction to by products of these organisms. The question is not yet settled. 

ED. ) 


Amyloidosis in Rheumatoid Arthritis. A Report of Ten Cases. Paul N. 
Unger, Morris Zuckerbrod, Gustav J. Beck and J. Murray Steele, Goldwater 
Memorial Hospital, Welfare Island, N. Y. Am. J. M. Se. 216:51-56, July 
1948. 

Study of a series of 56 living patients and 58 postmortem cases of rheu- 
matoid arthritis showed that the incidence of amyloidosis in rheumatoid ar- 
thritis may be greater than is believed. Up to the time of the present report, 
coexisting amyloidosis and rheumatoid arthritis had been reported in only 
10 cases in the world literature. Most of these cases were diagnosed only at 
postmortem, 

Fifty-six patients with rheumatoid arthritis in a hospital for chronic dis- 
eases were subjected to study for amyloidosis including measurement of renal 
and hepatic functions. Amyloidosis was found in 6 of these patients using 
Taran’s and Eckstein’s modification of Bennhold’s original method. The 
interpretation of the Congo Red test has been showed by Unger. Zuckerbrod. 
Beck and Steele to depend as much upon the slope of the curve of disappear- 
ance as it does upon the absolute amount of dye absorbed. The rheumatoid 
arthritis was no worse nor of any longer duration, on the average. in the ar- 
thritics with amyloidosis in this hospital than in those with amyloidosis. It 
was felt from study of the laboratory data that any rheumatoid arthritis show- 
ing hepato--plenomegaly. albuminuria, peripheral edema and hypoalbumin- 
emia, singly or in combination, should be checked for amyloidosis. 

In the postmortem group of 58 cases with rheumatoid arthritis, 4 cases 
of amyloidosis were found. None of the cases in this series could be attrib- 
uted to known causes of amyloidosis, other than rheumatoid arthritis. 

As part of a study directed toward improving the accuracy of the Congo 
red test, plasma volumes were studied in 5 cases of amyloidosis, using T- 
1824 (Evans blue). The volumes obtained were much greater than those 
predicted on the basis of body surface area. Investigation showed that the 
T-1824 was fixed by amyloid tissue to a much greater degree than normal 
tissue, this phenomena being responsible for the false high plasma volumes. 
It was believed that the ability of amyloid tissue to fix vital dye is so great as 
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to affect the results of other dye tests, such as PSP and BSP. It is also possi- 
ble that some alteration of the reticulo-endothelial system may oceur in 
amyloidosis so that vital dyes are picked up more readily by reticulo-endo- 
thelial cell... That this state of affairs is true is suggested by the fact that the 
results of the PSP excretion tests were quite low and not in accordance with 
other tests of renal function in amyloidosis. There was also the possibility 
that the failure to obtain abnormal BSP tests in amyloidosis despite the ex- 
tensive replacement of hepatie cells by amyloid might be referable to a simi- 
lar process, 

The discovery of 10 case+ of amyloidosis in rheumatoid arthritis in a 
chronic hospital! admitting patients for only eight years would suggest that 
the incidence of amyloidosis in rheumatoid arthritis is higher than is gen- 
erally indicated. 11 references. 2 tables. 1 figure. duthor’s abstract. 


Agelutination of Hemolytic Streptocoeci (Group A) in Serum from 
Patients with Rheumatoid Arthritis. A. Aa/bak, State Serum Institute, Copen- 
hagen. Denmark. Acta med. Seandinay. 130:358-70, Fase. 4, 1918. 

The theory that streptococecic infection is of some importance in the de- 
velopment of rheumatoid arthritis has persisted throughout the years. While 
occasionally streptococe! have heen recovered from the blood or the synovial 
fluid of patients with this disease, their relation-hip to the pathologie pro- 
cesses remains uncertain. 

Agelutinins for hemolytic streptococci have long been known to be 
present in the serum of the majority of patients with rheumatoid arthritis. 
although the organisms commonly recovered from such patients were non- 
hemolytic -treptococci. Many investigators have consequently claimed that 
this agglutination reaction was of nonspecific nature. 

To reinvestigate the diagnostic value of the test and its possible signifi- 
cance for the elucidation of the pathogenesis of rheumatoid arthritis the 
results in 24] patients with thir disease were compared to 900 control case- 
with various other illnesses. In rheumatoid arthritis patient- 78 per cent 
of the tests were positive but only | to 15 per cent in the various groups of 
the control material. Yet the average antistreptoly-in titer distribution wa- 
approximately the same in the study group as compared to the controls. 

Since the reaction is not uniformly positive in the disease, the diagnostic 
value of the streptococcie agglutination test in rheumatoid arthritis is limited. 
It probably represents a nonspecific chance finding. which may be helpful in 
the further investigation of the etiology and pathogenesis. 16 references. 


Intramuscular Copper Therapy in Chronic Inflammatory Rheumati-m 
(La cuprothérapie intramusculaire, dans les rheumatismes chroniques in- 
flammatoires). J. Forestier, F. Jacqueline and S. Lenoir, Aix-les-Bains, 
France. Presse méd. 56:351-52, May 15, 1948. 

A complex organic copper compound (copper oxyquinoline sulfate ot 
methylamine) has been employed in the treatment of chronic inflammatory 
rheumatism. In some cases it was given intravenously without causing seri- 
ous toxic reactions but in the last two years it has been given by intramuscular 
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injection. A total dosage of 6 to 9 Gm. was given in each course of treat- 
ment, 0.50 Gm. in 2 or 3 injections weekly, with an interval of six weeks to 
two months between courses of treatment, 

This method of treatment has been used for 55 patients, 30 of whom 
have been under observation for nearly two years and 25 for a year. On the 
basis of improvement in clinical symptoms—relief of pain, inereased motion, 
diminution of swelling of joints and improved general condition—as well as 
the blood count and sedimentation rate, excellent results were obtained in 13 
cases and good results in 26 cases. There was only slight improvement in 6 
cases and no improvement in 9 cases. The best results were obtained in 
chronie progressive polyarthritis of less than a year’s duration but cases of 
this type of longer duration also showed satisfactory improvement in most 
instances. Patient with hydrops of the joints al-o responded particularly well 
to this form of copper therapy. 

In 19 cases of intolerance or resistance to gold therapy, 12 responded 
well to treatment with the copper compound. In 2 other cases, in which re- 
sponse to copper therapy was not satisfactory after several courses of treat- 
ment, gold salts were again tried, were well tolerated and gave good results. 
These results indicate that in the treatment of chronic polyarthritis gold and 
copper are complementary. 


Toxic reactions to the copper compound were infrequent and not of a 
<erious nature. There was a slight local reaction to the injections in 2 cases; 


3 patients showed cutaneous reactions, including | case of urticaria; a few 
patients complained of digestive disturbances or slight nausea during a 


course of treatment. 4 references. 1 table. 


\utotran-plantation of Joint Capsule. An Attempt to Desensitize Pa- 
tients Suffering from Rheumatoid Arthritis. Hans Novotny, Rheumatism 
Hospital, Oslo, Norway. Acta med. Scandinay. 129:521-16, Fase. 6, 1918. 

The belief is widely held that rheumatic diseases in general and espe- 
cially rheumatoid arthritis are caused to a considerable extent by allergic 
reactions. Clinical observations indicated that after certain operations rheu- 
matoid arthritic patients showed a temporary remission of their disease mani- 
festations. Consequently it has been attempted to desensitize such patients 
artificially by an operative procedure in which a piece of diseased joint cap- 
-ule was transplanted to the subcutaneous tissue of the abdomen. The as- 
sumption was that such a transplant might release a hypothetic antigen over 
a period of time, contributing to the desensitization of the remainder of the 
organism. 

Twelve patients with active rheumatoid arthritis with painful swollen 
joints and marked limitation of motion underwent such an operation. Eleven 
of these patients were unequivocally improved postoperatively with subjec- 
tive reduction of symptoms and objectively increased mobility of joints. Tn 
~everal cases the immediate response was dramatic. Seven of the 11 im- 
proved cases have remained relatively free from symptoms for one year, 
whereas 4 others had relapses of varying severity. Several patients showed a 
-pontaneous rise of hemoglobin following the operation, and the sedimenta- 


| 


70 QUARTERLY REVIEW OF MEDICINE 


tion rate came down to normal levels in most of them but it remained normal 
in only 2 individuals, rising again in the others. 

Although the reason for the improvement of these patients is uncertain, 
the operative procedure is being tried in others at present. 33 references. 


Clinical Studies in the Use of Myanesin. Edward B. Schlesinger, A. Les- 
lie Drew and Barbara W ood, College of Physicians and Surgeons, Columbia 
University, New York, N.Y. Am. J. Med. 4:365-72, March 1948. 

Myanesin. a curare-like drug. is d. 8-dihydroxy (2-methy! phenoxy )- 
propane. It has been known since 1909 but current interest only goes back 
to 1947, following the reports by Berger and Bradley and of Mallison. The 
action of Myanesin is extremely short-lived because it is rapidly metabolized 
within the body. Oral administration is of no value. Intravenous injections 
were given, in doses of 60 to 150 ec. of the 2 per cent solution (to adult=). at 
the rate of about 40 drops per minute. 

Although further studies of the pharmacologic effects are needed, it i- 
already clear that the drug is primarily a depressant to the brain stem and 
spinal cord. There is al-o some peripheral neuromuscular curare-like action, 
of minor degree. Local anesthetic activity of the order of procaine and some 
barbiturate-like effects has been observed. The margin between good surgi- 
cal relaxation and diaphragmatic paralysis is appreciably greater with My- 
anesin than with curare. During administration of a 2 per cent solution a 
number of side effects take place. including horizontal nystagmus, hypo- 
tension, warmth, paresthesia~ euphoria and general muscle incoordination. 

The rapid subsidence of clinical effect= and limitation in the routes of 
administration make Myanesin seem more applicable to diagnostic and 
physiologic purposes to therapy. The authors have found it of value in elicit- 
ing basic mechanisms and evaluating the nature of muscle contractures and 
deformities in a wide variety of conditions. The neural mechanisms under- 
lying parkinsonism seem particularly sensitive to the action of the drug. In 
acute low-back musele spasm. intravenous Myanesin elicits almost instan- 
taneous relief and the muscle relaxation often persists indefinitely from then 
on. Myanesin is therefore worthy of further trial in the treatment of true 
muscle spasm. 


Studies were made of patients with acute poliomyelitis to note the effect 
of Myanesin upon the so-called muscle spasm. Patients who exhibited frank 
reduction in the range of motion of the lower extremities were given Myane- 
sin and the motility tested again. It was found that the muscles were now 
extremely relaxed and flaecid but the demonstrable range of motion was 
little if any inereased. It was the impression that pain appeared, just as pre- 
viously, at a point where there was stretching of the spinal elements: roots. 
root sheaths, spinal ganglia and meninges. These observations support the 
view that muscle spasm represents protective splinting of involved spinal ele- 
ments rather than true contractures of striated muscles as a primary event. 
11 references. 1 table. 
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Traumatic Encephalitis and the Syndrome of Parkinsonism in Profes- 
sional Boxers (L’encéphalite traumatique et les syndromes parkinsoniens 
chez les boxeurs professionnels). Georges Guillain, E. Sevileano and M. 
Fandre, Paris, France. Bull. Acad. nat. méd. 132:394-406, June 8 & 15, 
1948. 

Many pathologists consider all clinical parkinsonism as a sequela of 
epidemic encephalitis. It must be remembered, however, that James Park- 
inson described the syndrome in 1817, many years before infectious epi- 
demic encephalitis was recognized anywhere in the world. Not only infee- 
tious encephalitides may produce the syndrome but also various intoxica- 
tions, especially with carbon monoxide and trauma of many sorts. Finally 
there are many vascular lesions which may produce the syndrome. One spe- 
cial kind of trauma is encountered among boxers—called punch drunk. Of 
boxers who have fought in the ring more than five years, about 5 to 10 per 
cent exhibit unequivocal signs of parkinsonism. 

The first reports on this occurrence were made by Martland in 1928, 
noticing that parkinsonism occurred with unusual frequency among boxers 
without any history of febrile disease. Many treatises have since been 
published on the subject throwing much light on the pathogenesis of this 
disorder. 

Two cases are reported as illustrations of the typical history and find- 
ings in considerable detail. Both were professional boxers who repeatedly 
suffered severe concussions during fights, although not necessarily losing 
consciousness. Both always had been quite well and had no febrile illnesses 
at all suggestive of an encephalitic process. Both noticed a certain un- 
steadiness which gradually progressed to frank tremors and some impairment 
of coordination. There was rigidity, a relatively flexed posture, slowing of 
mental processes. weakness, and some ataxia. 

Spinal fluid examinations were entirely negative. Electroencephalo- 
grams showed a predominance of abnormal slow waves with occasional spike 
and dome patterns. These patients were treated with various belladonna 
alkaloids and benzedrine and were advised to abandon boxing. 

The outstanding pointers to the etiology of the process is the appearance 
of these individuals. Their broken noses, deformed ears, testify to the 
severity of the injuries they must have sustained. The earliest signs and 
symptoms usually appear soon after a knockout, often with mental confusion 
and memory disturbances. Inability to perform foot work properly is often 
the first manifestation noticed. At a later date there may be all variations 
from minimal evidence to a full blown picture of parkinsonism. The spinal 
fluid is invariably normal. 


The pathogenesis of the process is connected with the violent concus- 
sions sustained repeatedly by these individuals. Experimental evidence in- 
dicates that each such concussion is accompanied by the appearance of pin- 
point hemorrhages throughout the brain matter. These hemorrhages in 
sufficient numbers lead to widespread degenerative processes. Another ex- 
planation of importance suggests that as the result of concussion, the intra- 
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cranial pressure rises temporarily. Thus a concussion results in cerebral 
anemia and a series of such events promotes degenerative processes. The 
preventive aspects of this subject are especially important. 20 references. 


Some Clinical Aspects of the Normal Electroencephalogram in Epi- 
lepsy. John A. Abbott and Robert S. Schwab, Massachusetts General Hos- 
pital, Boston. Mass. New Eng!and J. Med. 238:157-61, Apr. 1, 1948. 

A group of 193.patient= from 10 to 75 years of age with the unequivocal 
clinical evidence of epilepsy were submitted to at least one electroencephalo- 
gram. Of these. 21 per cent were read as normal and 10 per cent borderline. 
Age differences did not appear to influence these figures. The majority had 
received no anticonvulsive medication in the forty-eight hours preceding ex- 
amination. Forty patients with normal records were matched with a compar- 
able number having abnormal records. The illness was less severe in all re- 
spects among those with normal graphs. Patients with abnormal record. 
showed a slightly greater incidence of -pell+ in infaney. head injury or en- 
cephalopathy and positive family histories. A normal interim: eleetro- 
encephalogram in epilep-y should Le progno-tically favorable in early di-- 
ease, whereas a grossly abnormal one predict= a less favorable course. 19 
references. 6 figures. 1. W. Bongiovanni. 


12. Miscellaneous 


A Study of the Mechani-m and Treatment of Experimental Heat Py- 
rexia. William M. Daily, } eterans Administration Hospital and Tinsley R. 
Harrison. Southwestern Medical College, Dallas. Tex. Am. J. M. Se. 215: 
12-55. January 1918. 

In an enviroment in which body heat ean be dissipated only by evapora: 
tion heat pyrexia (heatstroke) is produced in man by cessation of sweating. 
In this malignant disorder a diffu-e thermal cellular damage is compounded 


by acute circulatory failure. The mechanism of this vaseular collapse, 
whether extravasation of plasma, heart failure or generalized vasodilation, 
has not been established. Rapid reduction of hyperthermia is required to 
prevent death but the most expedient means of achieving this reduction i- 
debated. 

Heat -troke was produced in mice, rats and dogs by a heating cabinet. 
As body temperature rose they exhibited progressively violent excitement, 
cutaneous flush, -tupor, incoordination, petechiae. coma. convulsions, ex- 
treme vascular collapse and death by respiratory failure. Uniformly the 
hyperthermia was reduced more rapidly. and with greater advantage to the 
animals’ chances for survival. by the ice bath than by evaporative cooling. 

In anesthetized dogs. mean arterial blood pressures. intra-atrial pres- 
sures, oxygen consumption, arterial blood oxygen content and oxygen con- 
tent of venous blood collected from the skin, hepatic vein and right atrium, 
were measured in all stages of heat stroke. At moderate body temperatures 
(40 to 41 C.) the arterial blood pressure was unchanged or tended slightly 
downward. Cardiae output and oxygen consumption rose in a roughly linear 


i2 
} 
F 


QUARTERLY REVIEW OF MEDICINE 73 


fashion with body temperature. Arteriovenous oxygen differences in the 
right atrium were about normal; those in the skin decreased; those in the 
liver increased. At higher temperatures (42 to 43 C.) the same changes were 
present to a more extreme degree. Cardiac output and oxygen consumption 
reached a high plane. Arterial pressure fell moderately. Cutaneous blood 
flow was practically an A-V shunt, for the skin venous blood was almost or 
actually arterial in oxygen content. With further rise in body temperature a 
vascular collapse regularly ensued; blood pressure and cardiac output fell 
to shock levels. In all these stages right atrial pressure was unchanged. 
With the onset of cireulatory failure hepatic A-V oxygen difference was re- 
duced temporarily while that of the skin rose greatly. This change in blood 
distribution was grossly evident in a change of skin color from brilliant pink 
to dusky gray. Apparently, a massive increase in cutaneous blood flow, 
characteristic of the pink stage, can be maintained only as long as blood 
flow to the splanchnic area is reduced, Terminal vascular collapse appears 
to be induced by the failure of splanchnic vasoconstriction, 

Heart failure did not occur in these dogs. Cardiac reserve in hyper- 
pyrexie rats was studied by comparing their tolerance to a single massive 
intravenous infusion with that of normal animals. Like the normal the hy- 
perthermic animals exhibited a sudden marked venous pressure rise followed 
by swift fall back to preinfusion levels. Unlike the controls, the heated ani- 
mals then promptly exhibited a second rise of venous pressure and died in 
congestive heart failure. 

Saline in moderate doses injected intraperitoneally into mice in heat- 
stroke with coma increased survival but larger doses were harmful. With 
the demonstration of diminished cardiac reserve in rats this experiment sug- 
gested that fluids in moderate doses may favorably modify peripheral vascu- 
lar failure but in larger doses they may precipitate heart failure. Experi- 
ments attempting to modify survival of rats and mice in heatstroke with 
digitoxin were inconclusive. 

Although pulmonary edema frequently complicates heatstroke in man 
it was not encountered in these studies; its pathogenesis was not elucidated 
in those eases in which it is not due to overenthusiastic parenteral fluid ther- 
apy. 22 references. 7 figures —Author’s abstract. 


A Method of Determining the Site of Retention of Aerosols Within the 
Respiratory Tract of Man by the Use of Radioactive Sodium. Timothy H. 
Talbot, Jr., Edith H. Quinby and Alvin L. Barach, Bureau of Medicine and 
Surgery, U.S. Navy and College of Physicians and Surgeons, Columbia Uni- 
versity, New York, N.Y. Am. J. M. Se. 214:585-92, December 1947. 

A preliminary report is presented describing a method of measuring 
aerosol deposits in the human respiratory tract by the use of radioactive 
sodium. This method enables aerosol deposits in the respiratory tract under 
different circumstances to be compared. Aerosol retention in the lungs 
chiefly depends upon the size and density of the particles and the hygroscopic 
properties of their basic solution. It is also variably affected by other factors 
such as the vapor pressure and temperature under which the aerosol is 
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inhaled; the respiratory rate and the location of turbulent areas in the respira- 
tory passages; the density, viscosity and surface tension of the aerosol solu- 
tion; the nebulized pressure, density of the gas and the design of the nebu- 
lizer. Particles from a hygroscopic solution may take up water and enlarge 
after entering the respiratory tract while those from nonhygroscopic solutions 
may become smaller. 

Radioactive sodium in a physiologic sodium chloride solution was 
used in this investigation as a tracer for determining the approximate pat- 
tern of the deposition of aerosols in the human respiratory tract. This 
substance becomes rapidly diffused throughout the extracellular body fluid 
when taken into the system orally or intravenously and presumably acts 
similarly when inhaled in an aerosol. Measurements must therefore be 
promptly made after inhalation of the aerosol to determine the amounts 
deposited in any particular location. Results might otherwise be obscured 
by material through the body. 

The method used and results obtained are described in detail. The 
total amount of retained aerosol can be determined in two ways when labeled 
by a radioactive isotope. The radioactivity of the collected exhaled material 
and that of the residue in the nebulizer can be determined and subtracted 
from the original amount or, if the radioisotope emits gamma rays, pre- 
liminary measurements may be made at a definite position and interval 
after the oral or intravenous administration of a known amount of the 
radioisotope and again at the same location and the same interval after the 
aerosol inhalation. Information concerning the deposition of aerosol ma- 
terial in different parts of the chest can also be determined by a Geiger 
counter against the chest wall when the material contains a gamma-ray 
emitter such as radioactive sodium. The amount retained and chest count 
can then be compared. Differences in the amounts of aerosol deposited in the 
lungs ean be determined by the differences in counter readings if the inhala- 
tion technic and breathing time are carefully controlled. A No. 1 Anderson 
nebulizer and a vaponefrin nebulizer were used in these tests. Aerosols 
were used with and without the addition of 10 per cent triethylene glycol. 
Slightly better distribution was apparently obtained with the Anderson 
nebulizer and greater deposits in the lung were obtained with aerosols con- 
taining glycol. Hlustrative charts -howing distribution and chest counts are 
presented, 


This method should permit evaluation of the different methods of 
nebulizing therapeutic material because differences in the total material re- 
tained and the amount delivered near the chest wall per retained unit amount 
can be determined. 19 references. 5 figures. 


Morphine Hypersensitivity in Kyphoscoliosis. Kermit 1H. Katz and Har- 
old L. Chandler. Boston University School of Vedicine and Boston City Hos- 
pital. Boston, Mass. New England J. Med. 238:322-21. Mar. 4, 1948. 

In such conditions as obstruction to the airways. bronchial asthma, and 
myxedema it is widely appreciated that the use of morphine is attended by 
serious hazard. We have recently encountered 2 cases of pneumoeardiae fail- 
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ure associated with kyphoscoliosis which demonstrated that there is a similar 
contraindication to the use of morphine in such patients. 

The first case was that of a 49 year old severely kyphoscoliotic male 
admitted with dyspnea, pulmonary rales, massive swelling of the legs and 
abdomen and cyanosis; he was given morphine because of unremitting dysp- 
nea, restlessness, and in preparation for catheterization. Fifteen minutes 
after the administration of 10 mg. of morphia subcutaneously, his respira- 
tions had dropped from 30 to 2 per minute. In spite of oxygen and respira- 
tory stimulants, his respirations remained depressed and he succumbed 
fifteen hours later. 

The second case concerned a 65 year old housewife with kyphoscolio- 
sis who was hospitalized with signs of left and right sided heart failure. The 
usual control measures were not immediately effectual and 10 mg. of mor- 
phine was given subcutaneously. One hour later the patient was found 
comatose with deep regular respirations at 5 per minute. Slow progressive 
improvement followed the administration of oxygen and respiratory stimu- 
lants. Several days later a test dose of morphine sulfate consisting of 4 
mg. was given subcutaneously: this resulted in a drop in respiratory rate 
from 26 to 16 per minute, and her respirations became Cheyne-Stokes in 
type. She was later discharged from the hospital improved. 


Analysis of the physiologic, pharmacologic and pathologic principles 
involved suggests that the effect of morphine is likely to be extremely hazar- 
dous in situations where severe pulmonary disease is complicated by serious 


heart failure. 6 references.— 4uthor’s abstract. 


The Effect of BAL in Accidents During Arsenic and Gold Therapy ( Ac- 
tion du B.A.L. (British Antilewisite) sur les accidents de l'arséno-et de la 
chrysothérapie). Claude Huriez, Robert Merville, Albert Taquet and Ber- 
nard Steenhovwer, Lille, France. Presse méd. 56:74-5, Jan. 31, 1948. 

Eleven cases of accidents during the administration of arsenicals were 
treated successfully with BAL. Both immediate reactions (arsenical reaec- 
tion with intractable headaches, stiff neck and meningismus) and delayed 
ones (agranulocytic angina, arsenical dermatitis. erythrodermia and even 
a case of hepatitis) responded promptly to the injection of 2 to 1 Gm. of 
BAL over a number of days. 

It is pointed out that BAL has an effect only on the toxic results of 
heavy metal poisoning by removing the etiologic factors but does nothing 
for the recovery of impaired organ function or disturbed physiology. Further- 
more it is to be always considered that the toxicity of the mercaptan itself 
may contribute to the tissue injury originated by the heavy metal because 
the affected organism is poorly able to detoxify additional substances. 

It is felt, that supportive treatment is always indicated in combination 
with BAL administration, especially vitamins, antihistaminie agents and 
sympathetic stimulants. Since BAL will stop arsenic action but will have 
no eflect on the impaired hematopoietic system it is important to use anti- 
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biotic therapy early. as a preventative for the serious effects of granulopenia. 
Practically the same considerations apply to the toxic effects of gold therapy. 
| references. 3 figures. 


Influence of Sex of Donors and Recipients on Transfusions Reactions. 
Charles D. Anderson and Thomas H. Seldon, Mayo Foundation, Rochester, 
Winn. Proce. Staff Meet.. Mayo Clin, 23:149-52, Mar. 17, 1918. 

\ report in La Presse Médicale by Hustin and Remy shows a higher 
incidence of blood transfusion reactions when a female is the donor, whether 
the recipient is female or male. A review of 2.720 blood transfusions at the 
Mayo Clinic in the first six months of 1917 shows the incidence of reactions 
to be 5.1 per cent (139 cases). The incidence was higher when the donor 
5.7 per cent) than when the donor was male (4.6 per cent). 
When the recipient was male, the incidence of reactions with a female donor 
was 5.6 per cent and with a male donor 1.8 per cent. When a female was 
recipient the incidence of reactions was 5.8 per cent with a female donor and 
1.1 per cent with a male donor, These findings agree with those of Hustin 
and Remy. that the incidence of reactions in blood transfusions is higher 
when the donor is a female but the difference in the incidence of reactions is 
not as great as tho-e reported ly these authors. It is concluded that the sex 
factor is not of practical importance in blood transfusion reactions. | refer- 
ence. 4 tables. 


was female ( 


The Human Factors in High Performance Aireraft. B. Groesbeck, Jr. 
(Rear Adm., M.C., U.S.N.). Washington, D.C. Ann. Int. Med. 28:552-56, 
March 1918. 

The new and proposed types of military aircraft with their increased 
speed and ability to reach high altitude have presented new questions in en- 
vironmental physiology. The author discusses some of these problems such 
as oxygen supply, aero-embolism, pilot escape from high speed aircraft, ae- 
celeration and the effect of sound waves on the human body. Mention is 
made of the necessity for investigation of the effects of vibrations below and 
above the auditory range and for the necessity of continuing active research 
in the field of aviation medicine.— Author's abstract. 


Sterilizing Effect of the Combination of Penicillin and Bismuth in Syph- 
ilis (Effect stérilisant de Vassociation pénicilline et bismuth dans la syphilis). 
1. Vaisman, Institut Alfred Fournier, Paris, France. Bull. Acad. nat. méd. 
132: 411-12, June 8 & 15, 1918. 

In the past it has been established that the sternal marrow of syphilitic 
patients during the early, infectious stages of the disease is highly virulent 
for the rabbit and the mouse. Use can be made of this characteristic for the 
evaluation of the effectiveness of antisyphilitic therapy. 

Two patients each with primary and secondary syphilis were treated 
with 200.000 units of penicillin and 30 mg. of bismuth per day for fifteen 
days. After a rest period of seven days the same course was repeated. Ster- 
nal marrow was secured from each patient prior to therapy and again at 
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varying intervals after the end of therapy. Clinical manifestations in all 
patients promptly subsided under treatment and the follow-up serologic 
tests also indicated satisfactory progress with gradually declining titers. The 
sternal marrow was inoculated into rabbits and mice. Prior to therapy all 
marrows gave positive results in the animals but after treatment not a single 
marrow yielded spirochetes. This seems to indicate that the combined treat- 
ment employed was not only suppressive but actually sterilized tissues pre- 
viously harboring many organisms. 3 references. 
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Massive Dosage of Penicillin Administered by Continuous Intramuscular 
Infusion. Ralph Lee Fisher and Morris Zukerman, Riverside Clinic, 
Detroit, Mich. Ann. Int. Med. 28:1143-49, June 1948. Reports treat- 
ment of 24 patients with massive dosage of penicillin given by continu- 
ous intramuscular drip. Penicillin G was used in 15 cases but reactions 
were the same as with crude penicillin. This method of therapy is indi- 
cated in cases where massive dosage is required and the nursing staff is 
undermanned or hospitalization impossible. 10 references, 


ERRATUM 


The articles in this issue from “4 Clinical Approach to the Office Man- 
agement of Diabetes Mellitus” (page 30) through “Report on 2 Cases of 
Struma Ovarii” (page 33) which are classified under Cardiovascular Dis- 
eases and Disorders (section 5) should have appeared under the classifica- 
tion, Deficiency Diseases and Metabolic Disorders (section 10). The pub- 
lishers regret this error. 
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PARALCELING THE PITUITARY 


The placenta produces a hormone 


whose clinical action almost parallels 
that of the luteinizing hormone of the 
pituitary gland. This hormone, known 
as chorionic gonadotropin, is excreted 
in the urine in appreciable quantities 
after the third month of pregnancy. It 
is a true gonad stimulating substance 
and thus has important therapeutic 
applications in both the male and 
female where 


luteinizing hormone 


therapy is indicated. In the male it has 
proven of great value in cryptorchidism, 
and it has been used successfully in 
treating simple hypogonadism and hy- 
pogenitalism. In the female it has 
been effectively employed in the treat- 
ment of functional uterine bleeding 
as well as in secondary amenorrhea, 
oligomenorrhea and hypo-ovarianism. 
Detailed literature will be sent gladly 
to physicians upon request. 


Have confidence in the preparation you prescribe — specify 


CHORIONIC GONADOTROPIN, ARMOUR 


Available in pack U 


le of 5,000 |. U. of lyophilized 


chorionic gonadotropin and vial of sterile distilled water 


CHICAGO 9, ILLINOIS 


Headquarters for medicinals of Animal Origin 
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“RESULTS HAVE BEEN SO 
GRATIFYING . . . that 


there appears to be little 
occasion for change.”’' 


This is the opinion shared by many clinicians who have 
used INTRADERM* TYROTHRICIN in stubborn cases of acne vul- 
garis, sycosis vulgaris, furunculosis, impetigo, and other 
pyogenic skin infections. 


INTRADERM TYROTHRICIN presents tyrothricin, most powerful 
antibiotic for local use, in a unique skin-penetrant 
vehicle permitting rapid diffusion of the medication 
throughout the affected area. 


ADVANTAGES: Rapid and sustained antibacterial effect - Non- 
irritating to skin - Active even in presence of pus, serum, 
and exudates + Does not give rise to drug-fast strains - 
Leaves no unsightly film, making it most acceptable to 
patient. 


1. Grinnell, E.. Journal-Lancet 68: 121 (Apr) 1948 
*The word INTRADERM is a registered trademark of Wallace Laboratories, Inc 


INTRADERM TYROTHRICIN 


Reg. U. S. Pat. Off. 


SUPPLIED: 120-cc. bottles containing 1 mg. of tyrothricin per cc. 


WALLACE LABORATORIES, INC. 
53 Park Place New York 8, N.Y. 
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In a carefully chosen, well balanced dietary providing all essen- 
tial nutrients in proper amounts, there is adequate provision 
for foods which do more than merely satisfy nutrient needs — 
foods which are especially tempting to the palate. Candy is 
that kind of food. 

Supplying valuable caloric food energy, it also imparts to a 
meal a finishing touch of which few other foods are capable. 
Candy, with its almost irresistible attraction, need not be 
denied children or adults providing the dietary is adequate 
in all other respects. In fact, candy at the conclusion of a 
meal imparts a feeling of satiety and a sense of having eaten 
well, both of which enhance the functioning of the digestive 
processes. 

Many candies are made of valuable foods in addition to 
sugar butter, milk, cream, eggs, nuts and peanuts—and to 
the extent these foods are present, candies contribute bio- 
ogically adequate protein, vitamins, and minerals. 
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COUNCIL ON CANDY OF THE Confectioners 


WORTH LASALLE seer CHICAGO 2, ILLINOIS 
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THE NUTRITIONAL PLATFORM OF CANDY 
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